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*Hr5^*/l0 7*^*] -2-i^->utr9yn [l, 5 -a] tfVv^-3 

e****-N-7- [4- (xH^^) _ 2> 6 _^ h4i/7i;:;v 

] -2-^;nf^Vn [i, 5 -a] ^jy>- 3 -^V-N-fb7t Fn 
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(5*«K R9c N r 9 djs j;yf R 9 eti^tL^tMOtaiLTC i - 6 T^jvmi 
<g&*Bif> 

7^I-F, vr^i^ Ci-6 7;vn%">i, tfn'jy 

®4 - (fc Kndfy^f;v) -2, >^v7x-;l/5k^±0 f 
(D4- ( ( (t-7W7x-^>y^) t^fy) -2, 6-v^h 

1 2 ] 
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[m?m 1 3 ] 

1 1 fBttoflrt*. 

^^^^^llCiiig^- (Corticotropin-releasing factor; CRF) ^#^T^^ 

ho 

afe^^^&mH^ (CRF) lS§fi:fl57>^^h 0 

[it 1 6 ] s*#s i ifimo'fk^ & l < i**<Dm.%&m lt%& mm&nm 

«*^*VttffiE9^F (CRF) ^H#i-*|^O^«tti|*fctt^|»*J 0 

h l^fctM illMfS7t{i#Itt»|fti:(7)^Jff:lif^J 0 
[0 0 0 1] 

*«ww\ mw&nmm*)i<*>i&mm : ¥- (corticotr OP in-r 

eleasing-factor) S«#|«fttStt**-r*ff5ftft'fr«, 
[0 0 0 2] 

mm&mm*fr*= >mmm* (Corticotropin-releas 
ing factor;^!, !~C R FJ b 0 ) (i 4 1 m<DT < J WfrhWu 

mi M. ) , *v»t?y b («*.«, Wm&OBL2 Ml. )> tf («*. 
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flX v> £ 0 (#!! £ f£ , 4 #Mo ) o C R F iiCRFUC 

R F 2 O 2 ^ L> C R F 1 ^ftli^IS&SC, /hJJSU w|3^ 

Tift, bum^ K# < h^t £ tt-c v> & 0 #^##(±^^^ 

^^^^^ <^^#J & * i t tfTpm. £ o C R F t±$U3cT*B K £ V>T£j£ 

7. ^uxKx&wm&nmfflLfrfr^y (acth) ottu^ist ( 

[0 0 0 3] 
[0 0 0 4] 

J^TSPOCRF-mRNA^^KijE^A^JfclgL^T^^ ; &&m<V±mBL 
I«OCRFffftti«^Ltv^ ; 9 o^B^-ef±C R F *&-5-\^tzm<Difa.m* 
<7)ACTH^±#mv> (#Ux.(£\ imWfXMS #bs 0 ) ; 3ilifi1«#> 

^CRFtiiE^AWt^^-e^^ (ftlxJiT, #N£«^«8 #HB 0 ) ; < y 
^ BE#Mig-eH: C R F t fzlSKOMM* <0 ACTH O Ji##^& v> (®| £ If 

, ^#fp» 4 #bs 0 ) ; mmm&n owiccrf* ^, t ^^ts&^w 

Flzm'J?1r2> (mz-l$, ^#fP»4 #hs 0 ) 0 ^7*f KttCRF7> 

* f<7)«-hel ical CRF (9-41) teKi^^Wr^TfcL 

^^ffl^^jfl-^, (#UxJi\ ^#^19, *#^110, ##WP^cmi 1 
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f KttCRF7>f^ >(7)a-helical CRF (9-4 1) fi»J 

*-* («Aif f immdtivti 2 #M 0 ) o 

[0 0 0 5] 

CRF(i77 hOttfifl6*«J«|-t-* («£if, ^FSrtiKl 3 #HB 0 ) ; C R 

*«It^yfFtCRF7>?3^x bO«-h e 1 i c a 1 CRF 
(9-4 1) liflIM-*-* («*.«, #flMfcfc*l 5 #»So ) ; CRFIilM 

tit, mmzm^-tz mz.tf, mzw&tti 6 #ds 0 ) ;mwfrmm&m 

CRFIljj^Ltv^ («*.**, ^#^118 #BB 0 ) ;^>^->b>^co 
ttiftliCRFWLtv^ («*.»*, ^#™i9, *#BfcfciU 8 

*otV»i (00*. If, *#|fcfcfU #PS 0 ) 0 
[0 0 0 6] 

jK^IWtli^^MOlKIMtSJL*^ CRF l±j&T Uv^o C R F jSffl^m 

^> ^mmv? v is^ymmmm®><o¥ki&im*bb*iz> («*.»f, ^#w^cm2 

0 #hb 0 ) ; ««tt^B^4BJg«#©]HWI**0 C R F filEltAKit^iSlii 
-C* *9 ^ Wm&k.f8J^WM!£M-£\t CRF =Sr^ L^^JflLm*^ A CTH<?3± 

5 #Mo ) o f KtCRF7>^-XK7)fl-he I i ca l 

CRF (9-4 1) {ii^^Ucfe^T^ b V^tf t:±^«ttT^3fcil 
tz («x.lf, ^#^ife2 1 #hh 0 ) ; CRF»±iH£!SyiE«Hai%tcfev>r#m 

mn^nm\,tz ; cRFffioj&^tra^^^^-^-^^^^^v^ 
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[0 0 0 7] 

cRF»±*«tttL<i±3fe«tttcftfflu n<owm*nx>s nmmmz&T? 
*> &4»ifXiR2 2 #io ) o M^iasiotitT 

fcttU ^fKtCRFT-/^^ hCDa-h e 1 i c a 1 CRF (9- 

4 1) vmwfcmtmirz («*.wr. nm^xm 3 #hs q > ; cRFfis^ 
wafc-r t>«wu nw&M*w&-t& tti> v 

(«*.«, mmdR2 4 #ks. ) o iJt, ^n^ift 

^ttCRFta:#tcj:*)»*«±iiini-* (Mid, fmmoNL2 5 #hs 0 ) ; c 

C R F T > * - ^ ^«-hel ical CRF (9-41) t±^X h 1/ 

imzm-rz mm, mm%M2 6 #m. ) ;ttA^^t»xb 

M2 9 #io ) o 
[0 0 0 8] 

CRFfi^KJ: «9 JflLJBE. <Crf&&. #^j-^.-^^ o ^fKttCRF7> 

^ rf - X h^a-hel ical CRF (9-41) ItXhUXlZJ: ^> jfiLJE. 

[0 0 0 9] 

O^^iiJnLTv^ (fjiif, ^ifl 5' #HS 0 ) ; CRFMMBJI& 
OW^ijiL, JflL»»jitt**Ji-J-4 («*.!*, ^#S^»3 1 #BS 0 ) 

3 2 #DB 0 ) ; 7K:CRF fcjfcW* k , * 

#*ifo^o»fftt3rifetcjqnw**Lfc (iAif, £IM$|££|R3 3 #io) ; 
^&fc^&#OTg#I§Ufi*&*^K:fcv>T u r o c o r t i n (CRFOil 
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•bid. CRF«6JfiL3$fc:fetf*'r ^^-n^^rV >9-u4*>2Q<0*)r 

4 \**j><Dfrmzmm.-t2> mx.it, 3mmcM3 5, $mwjM3 6 #m 

3|WJ!aflmt±'&T"t * o ^fKttCRF7>^ hO«-helical 

CRF (9-4 1) MtCRFta^Xtf* b **£*L&$&^fl&0*flB 

©T4r?fc#"tS m*WrtM3 7 ML ) ; CRFt^af)W 

^L<i#iPi-^ ^#^it3 8 #hb 0 ) 0 fiAIff»^Sf L 

#ttvfcit3 9 ML ) o 
[0 0 10] 

*M^*jMk fa-i/y hjE«Mff, isfliRE*x mmmm. wsmmm 

v^l ■ ^ > >if #f§«S1«*, 5g«§o£i*, 

Rfl^Mi. #$t*M^ &«-#gu s&fc&au mmmmim, m 
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[0 0 11] 
[0012] 

[i] x?*suhVT*j>it£m mm*, mti m. ) , tf^vntr 

*s>4t*m (Wiif, m^ms m. 2- a ] ^jy> 

v ^ * cm § ^vtfi; (fiif, #^M6 #Bs 0 ) 

. -f S^y* [4, 5-c] k^V-M^t #|^M7 #Mo ) > 

"OX-fsrv-Mb** («*.», «pMvldK8 #lo ) . -f^v-fcn;>> 
y ^ * - *° V v Wfc^fc i CM ^ r V- h V T v >{t&b (M 
#S^»9 #HB 0 ) , lH-^f^7 [4, 5-d] t°V^^>-7- 
*Wfc*fc:feJ:tf3H->f 3^ [4, 5-c] 4 -*Wfc#tt (M 

x.wr, #it»i o #bb 0 ) N ^ s^vey 5s>>ft-&4fefcj:tM$?vei; 

^ >ft ^ («*.«*, 1 #io ) , ^^y-Mt^t 

#WvfclKl 2 #hs q ) % 
[0 0 13] 
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tT9Vn [l, 5-a] ey^>#»*«-*<fc^jcni;TttJaTO 
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iimmtti 8] 
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mmftjM 19] 
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mmWF%M2 0] 
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[imwrxm 2 1 ] 
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mmn±m2 5] 
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[^#^^2 6] 
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mmffJM2 7] 
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[*4MWdR2 8] 
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iimfr2M3 2] 
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mWWXM3 4] 
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imZW%M3 5] 
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im*mM3 6] 

Neurosci. Lett., 120, 151 (1990) 
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[##^m3 9] 
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IfmWOM* 0] 
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[*#BfcfcgU 1] 
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[#^tf 16] 
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imwtim&: lxo tir2> mm] 

±m<7)im < , mm t vxmm *crf ^##t > ? =r-* h ^ji^isuM £ 

[0 0 16] 

< i >5£ 

[ft 9] 
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S-X6b- X 7b (55^ xeb^^f-vy^f^t^ ; x 7 b}± C i _ 6 

R4 0^ R 4 liJj:irR42on2ottC j-gT^n^^fftU Jfftl? 
lOti^-V 1 a_ V 2 a v 1 S^-CO-, Ci_ 6 7^ 

c 2 -6T;^-i/>i, c 2 -67M^v>Mfi*n; v2 

att**^, 7fcm*> TIB*3ftlfeB»^e>aiir*L&l-3fflO***UTtJ: 
V»Ci- 6 r^3*'>*, -N (R3c) R 3d R3c^j;^R3d|i 



(5£*R 5 1, R 5 2& j;of R 5 3 fi^*L-rtl$?3ZLTC x _ 6 T/Mr/l'afeSfc 

6 o 

<«m*Bi£> 

7 y*ffl(HF, »f«?, USSIK^ v77i, C i - 6 T;V=r*v^ tfo V v 

t^7y^jvs, e^ys^a^ C3- 8 v^nr 
x f7^^f Kn \£y >—4 ;m*3 SltFt hy^4 Kd7 7>-^;vS 



Mfci o] 
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<3>R4 0^j;tfR4 2^tt^^3ltTC i- 6 T;V3^v*^jtt*t, 
R 4 1 ^ 

W k i 1 3 



*>Hf**l**r* ; R 4 3 ttTM&£B#* 1 ~31®co*^^LT 

Uv>Ci-6 7'^*mt*o 

7^»> MSIR^ UStli^ y77i, Ci-gT^n^ryi, VfnW 




,43 



<4>5£ 
Mb l 2 ] 




,6t 
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; R 4 3 t fic i - 6 T;v3r;v^£t:iJfc1-&o ] 

< 5 >R 4 3 t tf*?-)V&X»$>sbWm< 4 >tm.<Vit^i> L < fctt 

< 6 >R 1 tffi^ f^yl, tzi$^)i<mx»$>2>mz< 4 >iafc 

< 7 >R 5 t^^^nyne;v^^-;i/^$/iii (4 h 7^4 Knt:7-;V) 

< 8 > R 5 tff (4-th7^-f Knt°7-;i/) ^ ^;i^-e&&i!ufs< 4 >fam 

<9>R 5t # (4-rf.7^^Knt 8 7-;v) ^^H"?* «K R 6t #^>^ 

<10>Mll^ N-y^n7"nifWfjV-N-7 - [2, 6-vMh^rv 
-4- (^b^y^f;v) "7i~;i/| -2-xf^tf7V 4 n [1, 5-a] t?V 
— 3 — 4 ;V-N-r h5tKo-2 H - 4 ;v^f-;VT^ N- v 

^n7 p newf;v-N-7- [4- (xfJry^fjv) -2, 6-v^b^rv 
7x-;V] -2-xf^e7 7'n [l, 5-a] if V 3 ->f ;v-N-<r h 

y\z Kn-2H-4-t°7x;v^f;V75 > 

J/;ttN-y^D7*Dli 0 ;Mf;i/-N- [7- [2, 6-v^hV>-4- 
hdfi^^V) 7x-jV] -2- Of^^?!-^) fcT^Vn [1, 5-a 
] li'J^>-3-^;v] -N-x b^H Kn-2H-4-tf9-;i/^f-;vr^ > 

-e&&iiuiB< i >mm.<^ / it^m^v<it^(Dm.ttzi±^tih<D7m^}o 
<11>^ 
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[it 1 3 ] 



M 



R 47 0 




OR' 



,46 



V 



,1c 



o 



R' 



,48 



&«fcv^>v;i^ 2-7=- Yu\£=7-)\,^ttz\$$: 




(^t^R 5 R5 2 £.£^5 3 iZ^ti^tU&XL^x C j _ 6 T^^Sfc 



;v*£S;[*U i fcli R 9 a is j; ^ R 9 b li^Lt-^i:^ !) , 1, 2-^ 
1, 3 V>m*tz\$2, 3-v^^-;V-y^>-2, 3 -V4 



Mtl 5] 




,9b 



IflSl 6] 
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7 yJWR^ ffiSRflC^ ^SfllTs y7;i, C]- 6 T;Vn^yi, tin y 

tvjy>i, *>i/7*u->Hfe> c 3 _ 8 v^nr 
;v3r;i^ -f h Ka^7> — f J: l^f h 9>W Kn7 5>-^ 

0)4- (tKnJrv^f;i/) -2, 6 - h *~>7 a.-^* £ Xf 

©4- ( ( (t-7W7x^VyiJ;V) t^fy) -2, 6-v^h 

<1 2>R4 6^j;^ R 4 l-htM-)vmx~$>*)^ Vl ctft^UZsmT&zmWZ 
<13>R46^i^ R 4 Itfjj-frm^&t), V 1 c^Mf-Ix ^ & 

or 4 s^^^^^f^ i i >tm^t^m 0 

< 1 4 >HfrfB< 1 >ffi*c<7Mt-£-tJ & t < (i-eom^^LT^^IlJ^KfU^^ 
^•^^SctBH^ (Corticotropin-releasing factor; CRF) ^##:T > ^ 

* ho 

< 1 5 >ffffi< 1 >f2^<7Mt£-« L < {i-e^^^LT^^IiJ^&MflJ^ 
;we>M}HT- (CRF) l$##<£>T>*rf^* ho 

< 1 6 >luffi< 1 >Um.<7)^^ji> t < &^<^£^^LT&&limj£Kf!J$c* 

^^mjh?- (crf) tm^i-zmmommMttzit^mmo 

<1 7>tufB< 1 >|S«^b^*) t < «^<7)il^^rLT^^> 9 0^ ^90 

< i 8 >|frffi< i >K*wtft£-i& & t < ti*o&&^LT&sm*b14*«> M 

[0 0 17] 
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te-ffcfe i^-b^ iit^f)^ tf*, *§kW £ & v> X fi m.fc £ *vf 
[0 0 18] 

WfiMB Sr «p 4 ^ ti Iff & «H **-e § & M *> # * fi & o 
[0 0 19] 

* M^Wt#, iBJ^ iStifPW. IINfMF^ 
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3f&frtt#mft*u ^^iiMij^^b^, ^ism^b^ mmrnrn, &&&&&& 
w, mm±mm^^, T^^^, mww-m, ^m\-m, mm, mmm, m 
mmm, mmmmm, m^mmm, *-^->um®m, smnrntkmrn, m 
nmm, ■km.&.mm^, mm, wsk&kmm, m^m^, % 

mm, ^mmm, %mw^, ^mm, m, Hivi»M 

*&m\zfrfr*tt&m\^ imm&ommt tzit^wK^x^>^ 0 

[0 0 2 0] 

»w*m»ni5»t* mmzmtm tit, m&m&mmtfzitmmz&mm 

rw^^-m, ss-*>v>m, ^>^>v>mmm, mmmmmmtm. 

m&m^zmi-o *mwmwiz\teifz r'MWMti**] tit, wm&m>kmmz 
tf-To *Mmm*\z&it& mm^mm] tit, mkitv^^^mmm^, #h 

^■mmmmi'^X, |~n-J titno rma l «\ [sec-] tiisec 
o n d a r y =Sr, I" t e r t -J $fct± r t -J £ it t e r t i a r y Zrti 

[0 0 2 1] 

[R Uli] 

r i {^-g i z _r i z (^4,^ G i z sii^j tzimmw,** 
it* \>*is*m,&imfc-t&&^ m-it^mtLxit^^)vm, * 

[0 0 2 2] 
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5> : 24/ 



l^-X6b- X 7b x6b{^f V> ^ t ^ t ^ ;X 7b| iCl _ 
6 7^i, C3- 8 y^D7)i/*H/* ^ f ^..v Kn if 9 >--f /l^t 

i *) ft £ L < ii, R 5 £ j; ofR 6 i*JttL?tWtit LTZs?v 7"u \£n, J?-)vm, 
(4-T>7MKnt?7^) (3-f f>7^^f Kn77-;v) 

^fr&tfci* (2-rf7MKn7 7-;v) ^ ^21 

$fcfcff£b<«U RS^y^DT-n^Mf^iJ^ii (4— rh9'WKn 
<*^/Hfefc*i*U ^ot L< iiR 5#y^n7oifwfjV 

3£-e*«K (4-f h7MKnt'7-;i/) >f;H-c$,^ 0 

[0 0 2 3] 

[R 4 0 N R 4 1 & £ 4 2 <oMmi 

R4 0 n r4 1 ^,tor R 4 2^)^ 2 o{±C i_ 6 T*3*S/**tt*U »»> 
lott^I-vl a- V 2 a v l a J±lMt£\ ^_ C 0-, Ci_ 6 T;V 

C2-6W-V>i, C2-6T^-V>Sit*n;v2 
afotolWfs TKSafe, TflB11JfeafB»^5>atdr*L*l-3fflO***L"C<> J: 
v>C i- 6 7M^ TfB«Jfc*B»^e,atf*L* l~3fl(7)S^tT*>J: 
^Ci- 6 7WyJ, -N (R3c) R3d (5^ R3cfti(jf R 3d|i 



Hfci 7] 



o 




R' 



,53 



R : 



,51 



(*+R 5 1, R 5 2^j:yfR 5 3 fi^tL-etMfck&LTC i- 6 7Waiifc 
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£f£L<fi, R4 0^ R 4 1;£J;^r4 2^)^ 2 o{^ Y^r^^Mmir^o 
L<fiR4 0j 3tJ: of R 4 2^ ]. ^ £ 1:1*1- & 0 
[0 0 2 4] 
[R 4 3<Dti] 

^;v^^Tt^-r^ 0 l< r 4 3 immw&mBBtfrbmistiz 1 ~3is 

[0 0 2 5] 

[R 4 4 £ £ £PR 4 5<7)^] 

Mtt-fz ; 

$ftL<{±, R4 4j 3 j;o f R4 5(i^-^ti-^LT, tJc&JK^ £ £ * ^ 
£i§;i*U i L< (±R 4 4^j;^ R 4 5(i 7 jc^^.^^p^^ o 

[0 0 2 6] 
[R 1 t Ofi] 

[0 0 2 7] 

[R 4 6 ^5 j: yfR 4 7o^] 

R4 6 ££^4 7{i>etL^ttc 1 _ 6 T;v^;v*^mi*1-^o t<»4. R 
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#gg 2002-306695 



^-■5*: 26/ 



[0 0 2 8] 

[v i c <oism 

[0 0 2 9] 
[ft 18] 



1, 3-^ntflx>Xt^«2, Z-V 9 V-2, 3 -iM 



[ft 2 0] 




,9 b 



[ftl 9] 




HO 




OH 
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Hfc2 1] 
HO' B ^OH 

[0 0 3 0] 

2 - en u v-;i^2 fc*± 3 - tfn i; ^-;v**3fei*-f*o 
[0 0 3 1] 

[0 0 3 2] 
[0 0 3 3] 

ivy * y 3-=e;v"7 * y -^/ggt 4 -=e;v-7 * y -;v& : S:S:i*1-&o 

[0 0 3 4] 

*mWMWlzi8\,*xmt>ZtiZ> r-r f^'f Knvf5>->f ;V*J £t±. tf7 
Mfc2 2] 
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^-vl 28/ 



[0 0 3 5] 

Ift2 3] 

[0 0 3 6] 
[0 0 3 7] 
[0 0 3 8] 
[0 0 3 9] 

*«W«l#H*^*^nr^lK^F4:tt, 7>;il^ MWfs 3-7 
[0 0 4 0] 

»9i«H»^^tt4 c i _ 6 Tfr*frmt u\ %mm* 1 - 6 a^mm** * 

i s o— 7nif/l/afe„ n-^;^, i s o-^t*-^^ s e c-:/^-;l/^ 
> tert-^l, n-^>^;l^ 1, l-^f;vynt>|, l, 2 
-'7^f;i//Dt?;vi, 2, 2 -y^f^n l-xf^n^S, 
2 -xf^yn n-A^y;H % i - ^ 2 - ^)Vfu \£)V^ 
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#K2 002-306695 ^ I 29/ 



1 -^^;v_2 - ^f^ne^ 1, 1, 2 - h V * f-fr-fu \£ 1- 
^nif^ne^ l-^^^y^^S, 2-^^^^;^ 1, l-v*> 
l, 2-v^^;v^;^ 2, 2 -v^^;v^;v*. 1, 3 
-^t^fry^jv^ 2, 3-y^f;v7f;H, 2 -^t^-'t^v^ 2-^ 

n-yoH 1 ;^ i s o-yne^SJfitit e r t 

[0 0 4 1] 

^mwmm^&if & C 2 - 6 T/w^/Hfefcti, R^^2 ~6MoH:iI^t 

2-^f;v-i-yn^;vi, 3 1 -yn^^i, 2 

^;v-2-7°n^-;^ 3 2 --/n^~;i^ l-y-r-;i^ 2 

-^•r-;^ 3-7f-;vi, 1 1, 3 

[0 0 4 2] 

)vm*7FL, mBmz&tf2>iftm%Mi±^?--frm, i-^nt^^ 2-y 

2-r^-;vS. 3-y^-;«. 3-^^-;^- 

;v*. l -^*'>-/i/2£> 1, 3 -'s^MJ-vsM W 

1, 6 -^^>v-f >^;v* N *rc&& 0 
[0 0 4 3] 

^M#«^i3v^Tfflv>^ rc 1 _ 6 t^u^j ttiHtrifi^a rc i _ 6 

aE°l/>^ xf;vxf l, l-Z?*^)l>j-^u>M, 1, 2-vV^- 
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^-v: 30/ 



[0 0 4 4] 

«W|ffl»!--^v^-r Hw^ TC 2 - 6 T;l^-^>^J £ {«|2^ TC 2 - 

~\sym, Tr-vy mx~$>1) . £f>K$ff L<t±l, 2-fcf-V>ik 1, 3 
[0 0 4 5] 

^ra^ffl#^^3v^rfflv^ rc 2 -6^^^-^^*J ^ Mrie^^ rc 2 

BfcU ^faWKtemz-if, yo^V>l, y*j-~U>m, ^> 

[0 0 4 6] 

^I|HJ*ffl#^^tt^C 3 _ 8 y^Ti^^lhii, 3 ~ 8 IHOj^ft^cDSi 
[0 0 4 7] 

^ra#B*K:mt& c i _ 6 Tii'^^is&t^ mzfcmo rci_ 6 r;v^ 

i s o -:/n*°3rv*. sec-yn^yi, n-rf^rvi, is 
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^-v: 31/ 



iso-A^v^^i, 1, 1, 2-v 

^f;^n^yg, 2, 2-^f;vynt>t^vS, 2 -■x^yn* 0 ^ 

1 -*^-)V- 2 -xf;v/n*'*y* x _ 2 - ^f;l^n*> 

V*. 1, 1, 1, 1, 2 - h V *<f-)V7ui$3r 

1 , 1 - V* f;vy b * z/m, 1 , V*, 2 , 2 - v> 

^Wf^rv^ 2, S-v^f-^T'^^vS, i, 3-^f-;v:/^;v 
t^yi> 2-^;V:/h*v^ l, S-yVf^yf^ryS, 2-^;v^ 

L< h^vi, ^ b^ryi, n-'/n^v*, iso-/n^yl, s 
ec-^n^yl, n-7'h^ryi, iso-^F^yl, sec-7h^v 

ter t-7*h^ylt^^ <£ Y)fti L < li^ b * v*-e&& 0 
[0 0 4 8] 

3 m<DM*^[ LX i> X v> CI t Zig-Mt&o 
[0 0 4 9] 

^mt^m i ^t-^io. i ~ 5^<o'M±^itxm^fm-r^> 0 

[0 0 5 0] 

^fp^^&ituffi^ (i) xmfrz*i&ik&m<vitmttmm.mz*z>^x£± 

TKTF-fo ^*5. mT^^jt^^r-A^is^T. Rl, R5, r6, r9h, r 
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s*-*J: 32/ 



9b, r9c, R 9d, R 9e, R 43, r44, r45, r46, r47, r 

**&xxmK*fr*tiiMMm£mi&mi:*7Fi'o r 2 , r 3 , r 4 {±tK^ 
ttim.'r&o xn^ur-ywL* M£if7 7t^ m.mm^ **jk?\ a 

Vmm^-m) ZMMir&o A r ti 1 ~3 4®<95£-V 1 a - V 2 a (5£<K V 1 a 

l'Ci- 6 7Wi, C 2 -6 7^^i^ C2-67M^SJ/>:{iC 
3_ 8 '>^n7WS*t*t*o R c a LTV»T & £ i- 

£o P r o tNt^$tL-i.*li7 5yl^-Il^Mt^o Prot 
0^£*t£*{i7Km»^^*£^Bfc-r&o BttArlfcttX^lin [A 

r txte*ti^timufemtmMmz7F~ro ] 0 Leviix txitmmfcmtm 

fyx)]/?*-)^**^) &£<Dfflim*:Wfc't&o R 1 1 a , R 
lib, r 1 1 c&xzFR 1 1 d(ic i _ 6 T;^;^ C 3 - 8 y^7;^ 
^26. C3-8^D7WCi-67Wi, C2-67^^i, C 
2 - 6 7^^fl*U R 1 1 bfcitfR 1 1 C(i-fi;^ot4-8l 

, 1 0°C~4 0°C?)$£H£v^ o 
[0 0 5 1] 

HK 2 41 

R 2 Ri R 2 R 2 



X 




II1-A 
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WlfKt, OtJ-2 5 0t^S^ifci:i5WV'>||*#:(2) 

^fvV>, T~V-/K N, N-y^f;Wt;'/Ar5 1, 2 
-rc^S^A (0) , A°7y-7A (II) 7-bf-h/>'J7x-;^7 

-f M^7V^A (II) „ hU^. (^>^'Jf>7-fef>) ^7^-7 

A (0) /h'J-tert- "f^-fr** 7 -f v * n n [ 1 , l ' - tf ^ <>? 
7x^7 7 0) -7xn-t>] ^7y->A (0) „ [1, 2 -If* (v-7 
^-;v^^7^y) jLfy] ^on;«;^ (II), [1, 3 -If* (y7 
^-;v,is^7^y) 7n/N°>] y;nn; 7 ^ (II) *&&$>lfc>tL& 0 

xmi-B : ^ (2)-e^$tL^T-t^v>-ifS#^-5 ot:~4 otoiwejSi 

. £2£^Tfc L< W3£££T\ 0"C~2 5 OVom-eKBZ^tzztKX »)5* 
(3)-e^$^|fl^#^#^>-^^§^o fflv^^ti, m^^ N 

«t ^ «9 . * tz bub & m&mn mmmm-t s^-e* *u* # t 

Pfife£tL&v^\ fcpjgfcli MKx>\ ^yl/>, T — V-;i/, N, N-y^f;V 
5 h\ 1, 2-^f+yx^>/7^tF0 77^ 
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34/ 



V * a „ R^7]c^± h y ^ ^ „ f y rr,\ ^hy^A^v* >- l>\ 

^ h i; -)Ax).^i/ th'^Atert - yf^rv h% A^Atert- 

[0 0 5 2] 

«t*ft 2 
Mb 2 5] 




XfS 2 - A : 5£ (4) t?^$ 2 - tfV ^A'ftaftj.^ t-;v ttKn^vT^- 
fc* 0> 5$ (6)"T^£*L£ 2-H Kn^ri/fyVn [1, 5-a] fcfUv^^S 

^ ms&Kfk i^ifc±»)^»), *t:Eu&*m.*Hrr, m&mwz&zmmm 

X>£§ 2 - E : 3ft (6)T^?tL^2-tKnJfyt 0 7 7n [1 , 5-a] try v> 
If 0t~10 ffiv>£?§Sfi> ffif&M^k folate J: 0**0 



ffiIE#2 003-3092458 




35/ 



&vvd*, j6FatJCi±. 7-th>, *?S-)K ^Mi^&tf £>*l, i*t 

%m*v?A, jiathy^A, yyitt^t7A^ yyikuwk, mm&mi- 

^ x ^'>^ *'^A-t e r t-yb^vKf^tf?,^,, 

[0 0 5 3] 
«dT&3 

[ft 2 6] 




(11) (12) 



X%3-A (8)-C^$tL*e9Vn [l, 5-a] fcfVi^SNW**, TO 
te*li»K r/Mr/i/i;?-**!** (Mx-tf n-7^;w;?-*A % Sec -W 
t e r t-7?-fl'V?-VM>m T«U:I1 »vr>imtBU&2 

5-a] e'J^>Jf»ft^4:i:#t|i 0 £U6fflK*±, 1 0 0^-4 

Mf^nnx^v, 1, i, 2-i?7u*=-i 

, 1, 2, 2-ff7^noxr A i s 2-y'3-K-x^>ft'^ 0 ffl^ 
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36/ 



Hm3-B :5ft (9)^§*i«e5'/n [1, 5-a] fjv^ii^, 
3--hue5Vn [i, 5 -a] ey y i « 0 RJt&ffl 

& o 

tfc, f77*n [l, 5-a] eys;>iHW*:(9)Sr, ^**L<tt*»«t 
T% I» > >j 7 (7)^ h O Vj^J t R£>$^S i ^ 5ft (10) -c* 

$fL^3--I>oyf77'n [l, 5-a] \£v v >if##^#^> i fc i> * 
o RffiilJKtt^ iilf-4 0°C~1 0 om*o Mv>^>- hny^ij^ tfji&ss 

Sftfcvv^ ^&c*i3Hl£SW- h *; ff77;vtni^^hD^7Aife 
fekff^ fft& ilTfch V -7;i/*nf^ b^WnftR, y-k 

X3g3 - C : ^ (10) -e^S *t& - h nf|^$ 7tfi~ h n yflft^, 



ffilE#2 003-3092458 
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*)> M?cteX-$>&3-T$; f77n [1, 5-a] tf V v>^#(ll) 
: ^^o Slit. -10t-15 om^c fflv^^M (ffi 

w^i*&^Tm-mM*n%^*K &mkhw^ mt-f-r (i d , mt 

~v>r)V (ii) Sfr&t«fctf&*L* 0 M^asfctt, fffjiji 

. t fzKB * IttfttifttR £ & S £ & © -C* *Uf# EBte $ *i & 

SPfcfctt* n-^y-ZK <b*L % d 

T> *3**JnKJ& £ &c J; 19 „ WkM-X^ 3-75/lf5VD [ l , 5 

-a] ^vi?>wmmi)znz>zttfT^& 0 m^hti^m^tn^ mi% 

1~10 O&EE-C, KJ&iMWu M0r~2 0 omSo fflv**BtRV&H 

iaFaftj^JWIEfcL-CJiPd-C. Pt0 2 , Pt-C, Rane 
y-N Hfcfl**»f&*L* 0 fflufcfcflfctt, tbf&jRJH., i*IS35fc«J: OUft^ £fc 

M^fi^y-^ jc^y-;^ 7 , n;v-A/, T^y-ZK rh7tKn7 
7>> 1, 4 -^aJ-^Mfi^ Ifsg!kx?->K 7-bf> % N, N-^W;VA7 

T5 ^^/n [1, 5-a] try^>IMMKll)t#*£t*»^S* 0 
Jfg3-D (H)T«S*ii3-75ye57n [1, 5-a] eyw* 
T5y*0««KSK (^Jx.(^-Rm^-t e r t tVBUB 
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^-v: 38/ 



zs*)\,ij-:-)vmm -t?imzfttz3-T$s\£7^u [i, 5- a ] eyy>» 

v?xf;ux-f;K 1, 4-v**"9->\ v?ntty?>\ i, 2-v^ 

„ ^ji^tih vxw^ t?y y-s^jj vyn^wc^r^ TfcSHt 

5 K#tNfe& 0 ^V^filiS (*3r-A*<7> rP r o t Nj ) t LX]tm%:mt 
LTfi, t e r t-^^y*;^-^ (Bo c) 9 -7 )l<* * 

Y*isjj)V7£~)l> (Fmoc) , 2, 2, 2 - h 'J ^ n n h ;v ( 

Troc) ****>f?>^ *<omKi**<Dfflgmz&Lt:&m&SLTJ ! mm*m^ 

[0 0 5 4] 

*Hft2f8c4 
Ut2 7] 




(13) (14) (15) 




X 
(12) 



x^4-a : 3;(i3)-e^g*L& l -rs y tf y 5>^*AttfHM**, ^(h)t^ 
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^-v: 39/ 



i-tf* (r;w^;v^^) -2-->nxf v>§^^ 

L < }i#^T. & L < iimmmx-KJB^^t^ ZtK£t), ^ (15) 

tt$^3--fnif7yn [l, 5 -a] tf'J^>ifMf#^i 
& (##;«; Heterocycies, 1 9 7 7, i, 379) 0 KfBUm 

a, a#ot:~2 o owffl-e&Zo m^z>mmi±, mnnfk immzx on 

X^_^£.:^(l5)"e^$tL^>3--hne^Vn [1, 5-a] 

lyfBM^&3c7)X^3-Ct|W|^lcLT^$-^^i^^J: 19, 3-T 
'^'^/d [1, 5-a] try v^M^#(16)*#^it^T^^ 0 
ISi-C:^(l6)Tf^^3-7^t'7V*n [1, 5-a] bfj^ffai 

i>mmZtttz3-T$y}S7y*u [l, 5-a] fcf U v >HSfl:(17) i 

-D I 5£(l7) *l£ T ^ y *L)fc 3-7^fc°7V*D [ 1 , 

5-a] \£w>mmfe*. mmmij&3<Djc.m3-AtmmzLTKfcz~<t 

&ZtK£t), 7 mz^uy 'V##A$*Lfce5^/n [1, 5-a] eys^R 

*fr(i2' )mit^ti-& 0 

[0 0 5 5] 

«t*tt 5 
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^-v : 40/ 



[4b2 8] 




ItinA : T 5 7 r o t Ns-ef Hf: 3 - 7 5 y V*n [1, 5 
-a] t: V v>SN*#(12)£, T^*M\M (Mil?, LTv>-c & «£ 

^mm*^A$tL^:tf^v'n [i, 5 -a] fcfy v>#*#^#^> -T t^ti 

%>o KBuma, mw, -7 o°c~2 o om^o m^zm-mi*. m^wM, 

A. JfcgH- h V 7A, ^y-)A, 7»fb# TR^b^ h V -7 

XH5-B : :£(18)-e^g*i& 3 -T3 y tfy^/n [1, 5 -a] fcTVv^Slg 
M&mRfcKtt-r&Z t\,z£ !k I&^Stutt^V'n [l, 5-a] fc? 

^STtioTU^ ra^Jgte, iiHt, -7 or-2 0 0TOI»o 
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^-^1 41/ 



*?>x)v*>m. 3-Kh'j^W7>, ^br^^-^A (in) , hv 

^f^y'J;H'j7V-hfWt>^ 0 riitLtt e r t-Zh^y* 
(Boc) JW«>2I (WAlfFmoc, Troc#) 

1, A-V^-^y, 7-fe>~Hj;v N v^nny^y, ^nn*H, 

ZDH 5 - C : 5% (ltf-emZtiZV? 7n [l, 5- a ] e'Jy>l#t jf, 

■^ nli » t^fy) h U ^ f y 7 >f ^ - tLfciiif ) t 

, 5-a] t°'Jy>if#|:|^iH^ll.o EJSSffljftWU - lOt- 

1 5 ott^o Mti, fc»±*M£7\ ttz, mm^ttzitmm 

«S«WH^T4feli^£T-eff*>*L& 0 Mv>£ftSf±> ttt»ia*h 
, v^nny^>\ ^nn^;i/A, 7-bfxpj;^ .x^ 

y - ;k ^ * y - ;k »f e> tt, c tt c, a^m * tz tLxm^ 
&<9> ttzKBzm^Lte^M.^iz&^Tm-mfczti&^-t)^ um^± s mt 

•7A, yj/ b V t Kn^7Kt h y y A^^-fL^ftaMf «b *l& 0 
kT^yn [l, 5-a] e>jyyii#(i9)^TyMb^]t, 
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^7v;H^^:t*7V*n [1, 5 -a] kfy ^^»»flc(20) i fcri*ffi3fc 

&o sioiajKtt^ muz, -2 or~i 5 ort?^^>o m^zmma* 

xms-v (ii)-e^^tL^>3-r^y e^vn [l, 5 - a] V 

>MBHIM£ (iiffyxf f >f ) J/;tt7^7t: KSf^ft 

©3KBW^&TRJCS$**ifctcJ: 0> 5$(19) & L < (±^(20) T'icS *l& V 
n [1, 5 -a] \£VV>mm4&mbti& 0 :9)tlfflv^5!/;v^;vi$# 

n [1, 5 -a] VVV>nmit(l9)*fci±W&&&2<>m\Z1x1t}*JVv c 
1, 5-a] tfys>>SS*#:(20)*»*CLfc:!&*-CS* o 3fcKJfcWU BEBsfcTSfc 

a^>o at&iajgJi, -1 0"C~1 5 fflv»-5«F*ltt> fflftJM* 

1, 2-y^nnx^>, ^^nn^^v, ^nn*w, 7 jc 
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^-v! 43/ 



X^g 5 - E : 55 (20)-e^$tt^>e^v'n [1, 5-a] If y ^Vfcafcft:*, & 
7 V - I < ii^fn 7 'J - ;H^tt L/c tf 7 V'D [1, 5-a] \£Vi? 

>mm& (i) m:twj„ st&iast±, it, ot;-2oom5 

/XJ 9 J*rJ*W& (Suzuki reaction; N. Miyaura, A 
. Suzuki, Chemical Reviews 1995, 95, 245 
7) , 7»;-H y 7;V^;l/M^I/A'7^')Ail (Sti 1 le r e a 
ction;T. N. Mitchell, Synthesis 1992, 80 
3) „ 7'J-;WM!|/^7y')A|!i!l, 7 1 J-^^V-t-MtW- 

3fe$tLJ&v^ jEFjBKIi-r h (>'j7x^v^7r/) /^v^A (0 

) ^ ^7y7A (II) 7-br-h/b'J7xr:;i/*X7^, »7V7A 
(II) . hy* (y^^y'jr/T-b^) V J* (0) /h'J-te 
rt-7fHX7r^ v^nn [1, 1* (y7x-;m7r/) 
-7xn-fe>] ;n'7^7A (0) , [1, 2-fcf* (v7x-H7 7^) -X 
>^un~>;/^;v (II) , [i, 3 -if* (^7x-m7^) 7" 
n/<>] ^nn-^;v (I I) ^ab^^ttSo fflv>&»&ttffi3&JDK*k f£ 

»fflf^R5fe**L«rv^ ^Il:iif;i/xv, dfvl/>. *->f-v>\ r~v-;i- 
^ N, N-^ W;VA75 K, 1, 2-^^ h+yx^>, fh7tKD7 



tiiaE#2 003-3092458 



^ iff M 2002-306695 9 



^-v : 44/ 



Bfe^hV^A^ *BMb^y^A, 7Mfc-fev^7A N 7y^i^ A% j^j^^. 
[0 0 5 6] 
[ft2 9l 




(23) (24) ( ! ) 



ISinA: ^(12)-e^$^^>3^0T5y^j*®$tL/iti 8 ^v"*n [l, 5 

-a] wv^mmt*. mmm<Dm&x&5<Dj:m5-EtmmzLTmti5. 

mt&ZtKX*), 7mzArmmXZtifz}d7^u [1, 5-a] euy> 

X%6-B : ^(21)-e^$^fef9Vn [1, 5-a] t''Jy>fiM, ft 

*?*iil?9 4 /n [1, 5-a] £U t & 0 

6 - C : 3*(2l)Xy f (22)-C^$tL*e9Vn [1, 5-a] fcfVv^ftS 
luffifB«c<7)Mityj^ 5 <D3M 5-Bfc LtaS?^ CI i ij . 

J tti?tiM.$mZfLtz\£ i 7^u [l, 5-a] tf'J ^^11^(23) R<li (24) 

35B 6 - D : 5£(23)-e^£*L&fcr9Vn [1, 5-a] ey^VfHWfrfc, Itf 
SBIB*<& JMft#8c 5 Oil 5 - D £ IWMIBC L S -fr^ CI t IZ£ t) . 

95$(24)*fcli (I) -e^^tt^lf^Vn [1, 5-a] \£Vi?>Wm& 
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^-v: 45/ 



X3I6-E I 5£(24)-ca$*L&fc?9V*n [l, 5 -a] W i?>B&fa*, AT 

tmm<Dm&ij& 5 01s 5-ct i^ttata£$^ itcj;^ ^ ( 1 ) 

-e^^tt^e^vn [1, 5-a] ey^>it»ft:*#sit*»-cgao 

[0 0 5 7] 

Mk3 0] 




(10") (25) 




(21) 

Xfl 7 - A : s£ (10") -e^ » *l£ 3 - ~ h p V- VP [1, 5-a] 

##^L<{i3--hpy^9v < -p [1, 5-a] \£w>mmw%, ffifBgBlft 

5 ©IS 5 — E <h LTMJ6$*S -1 1 \z X «9 > 7fCAr 

i*Lfce5Vn [1, 5-a] ev 5?>«H»fr(25)*»& i fc**-C§* 0 
X %7-B : 5$(25)-e^$*L£3--l*ne?y-n [1, 5-a] fijy>i 
«#R<li3--fnvtf5 , /o [1, 5-a] fcf; ^ flrSE®* 
<7)«^ 3 OIS 3-Ct l^fcK LTa££-£& i ^ £ 19 „ M7ti$--?:$>& 3 
-T^ytf^y'n [1, 5-a] ^>»»#:(26) d **t?S * e 

X^ 7 - C : 5£(26)t^£*L& 3-^fnt°7V*n [1, 5-a] lf'jy>| 
»#iL<li3--fnye5Vn [1, 5-a] li v v>!§^&£, mfffiffifc 
OMit^3^X^3 -D tmmzLXK&mt&ZkteX *K 3fc?>7^y^ 
* f «tt$*LfctT9Vn [1, 5-a] tfU ^>#^#(21) £ £ 0 

[0 0 5 8] 
i^S^f & 8 
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^ !Wm 2002-306695 ^ ^- v : 46/ 



[ft 3 1] 




(27) (12)£fctt(21) 

;D£g8-A : 5% (27)T*$>bi?Z1ri&D)l>tf>mBmfct, TvKfb^J (Wilf 
y7x^7t^7*'j;vrvK (DPPA) . tHJ7A7y'Ff) 
*£fc*±&i§&-<N Jo, ^^^TiTtti^ST-e. -7 0t:~2 5 0°CO 
T&mxKfcmt, KM^#^ U SilTy Kg|##:£ 4 0 1C~ 2 5 0 r 

^iU^tTCu r t i u s^W^Mlt^iiU ^TMVyT^- 
^tt e r t -79 J -^t<DK^jfT £ t Ci oT, t 
e r t h^rv7j;W1^;v (Bo c) ^(DUfr^tj Y t*XVmZ tlfz 3 
-T^f77'n [1, 5-a] *V S^fHW* ((12)^7^^(21)) £ t 

^yy>, v7^ — tert-7^/-;K 7f7tFn77 

T-th-hi;;K N, N-y^f;^;VAT5 K^*&tf "bti 

% ztitbi±m&t tzitm&m-mt Lxm^t>th& 0 m^^mit, mmmm-, & 

tLX^ Hofman n^tiLRfc^ Schmidt &.ivL%.fclz £-?Xl$B&}t-f 

((12) ttzlt (21)) mit#T»i^o 
[0 0 5 9] 
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^-v! 47/ 



[ft 3 2] 




(I s ) (I s1 ) (i-2) 



x^9-a :a: (i s ) ^$w^^7-f Ftff^, *&+*fcii&$g«re 
^ ke^# d sl ) £ 1 7&*m3fc* 0 BosajK»±, ant- 7or~iso 

WJ, fflv^»flttt. tt3&K*h #aM££J: flUfciK S^RJE&SrS#*-f 

Jiizi:ww vmm& (i s 1 ) mm*ttzi*mmmr\ m - 
* n ¥<Dmtn*m ^xmt-t^ ^tia^ * ^snw* ( 

I s 2) „ ^j&iOKte. Slit- 7 0X3-1 5 0TOl»o ffl 

. h V ^/t^nf^ v^nn^^>, ^nn*w, f;vx>, 

[0 0 6 0] 

SBi;*?* i o 
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^-v I 48/ 



[it3 3J 




(CH 2 )„ 
OR' 



,48 



Z=-(CH 2 ) n -OR 43 
-CR 44 R 45 (OProt°) 



X^10-A : 5£ (Med-l) X-m ZtiZsO V)V 7;^- ;i"fN*fl:«\ & L 

^) # t SJS $ ^ h £ £ Hi ^ (Med-2) -e^ £ TfcM&^m $ tL7^il##: 

mn^^k ummKx ^n&i?, ttzK^mm^-rm^M^^^mm 

^ .r^fi^f ^«r£^»t LTfflv^tL&o t/iMv^ti.^m*^L 

LT, h ';^^'>'J^D5>f K> tert-7W^WJHn7^ 
h\ t e r t-rw^x-^y'J^n?^ K^tf*abtf t>*L£ 0 1 am 

XI I 1 0 - B : 55 (Med-2) L < i±(Med-3)T^$tt*>fk#®«r N ^ttv«4>> 

tert-WJf-)Af) & L< li^U-^-^IOI (Wx.l^f;v-7^^ 
y^Aynv/f ]>\ ^yyDt>7ny^A7 , D7^Kf) f^IL/;ll 
* * 7" ^ t JO£ $ £ t J: «5 5£ (B-l) "C^S tt & * ? miN£f££# 
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^-v! 49/ 



Sut^-Ci^o ^zfiJKtt^ illit. - 1 o or~8 om-So fflv>£*«^ 

<ym.^X t^;K r V V 7° n t'/^vix^r/K 2 - ^ h ^ v - 4 , 4, 
5, 5-7^7^^-1, 3, 2-^Wn 7 >f^^ 0 fflv^TFf^tt 

imft&tzfrK&mmw&jm] (mx.it, n, n, n' , n' -t^^^;^-?- 

1/>vT5>. Mf^f;HiiHJ75K (HMP A) ^) £ftl;t&.rt*> 

T.m. I 0 - C : f 5£(Med-2) & L < J± (Med-3) tl&ft&m*, mife* i> 

^3ET> T Jl' n + y y^'n I, v>li t' t n - ;v,f 7 > t )!; V^SJSSrS 
«£tKJ:*K M|j(B-l)^#^iH ? tll, 0 £CJ£&gJi, iiHt, 0°C~ 

2 5 omi»o m^z^&mmnfts&m®: nmmzx. j^h&jk 

S-vT^flfv^n [5. 4. 0] -7-*>T*> (DBU) ^^lff>tL^ 



ttJSE# 2003-3092458 



2002-306695 



^->>: 50/ 



Kl±T h 7*7. (fij7x-m7r/) (0) , /^y^A (I 

I) 7-bf-h/f'j7x-;V^7rA ^b^v^A (I I) . YVX ( 
i^O^vj-T^T-fe b » vV^v^A (0) /f'J-tert-7fm7 
^Dn [1, 1' -tf* (y7i-^*7>7-f >) -7xO^>] /\°^ 
v^A (0) ^ [1, 2-tf^ (y7x-H77^;) v^nn^y 
(II) . [1, 3-kf;* (-77x-H77^y) 7n;r/] v^nn^. 

7^ (II) Qifi&lfbtL&o 

[0 0 6 1] 

»3c^rife i i 



(Med-4) (S.!) 
Z = -(CH2) n -OR 48 

-CR+»R«5(OProt°) 

X' = Br, I. H 

X mi 1 - A (Med-4) T^S *L£ftag#£> ^FiSttiMII*. 
V&UM (MilJn-rfiV'Jf^A, sec-7fil/'Jf7A, tert-7* 
^wjf-^A^) £ L< Ji^* 1 ; (ix.lf^f;V7^y7A7*nv 
0\ ^77nn>vny7A707^Ff) ^11^, ^ny^fcHJ 

if^it^ti^o ilS, -1 0 0°C~5 O'C-eab&o fflv> 

mt y v mt y v %\t \- y jut h v 




z 



z 
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^-v*: 51/ 



#!ixjs\ n, n, n' , n' -fh7^f;vifi/>^7r/, ^y-jj-^m 

mm.VVT< K (HMPA) £#n;i&£ t 

Jgll- P». ; j5 (Med-4) -e^$tt^i^t7t% HMfc&ftl OOX^CtlWJ^ 

n^^r^^-f-^r-r-r (iv), if* (hvrmt (iv) ) mtuy?*) 

[0 0 6 2] 

Wfc&ifc 1 2 
LtL3 51 



R - N R 



R^ N R R> 



r2 R^O-JL^or 48 



' N T"R 4 _^J— o Prot ° 



2-A 




R 

(20) (M-2) 

M; ^(OR^XOR 96 ), -SnR 8c R 9d R 9e 

im 2-a : 3$ (20) x-mztLZft&w*, mmum?®; 5 vtm 5 - e t mm 

rEfc*ftoZ.tK£y), 5£ (1*1) -C*$*L*»*flc*#*i tm*. 
X^J 2 -B : (I a 1) t?^$^*«K$tt/i*iyg*^r-f sif^Vn [l 

, 5-a] \£vi?>mmfe*. ummzM^Ltzm.^mBiJBKXox, s(m 

2 ) T?*$*L*T/l'3-;v£*-r*e?V>'n [i, 5-a] If y V^fHIIfc&W 

&itTO^>o KfiiKt^iOTET* b< imjf&T, mm 

*i>L<immmx~-8 or- 2 0 0 row ttcj: o^fctt&o 

£tt&v^\ £JSlKfift^c^;K ff7t:KD77>> yxf^x-f^ v 
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^-v: 52/ 



, ^ * >x)py * zsm^<nWLm*?FtWL* y * a, hu-^A, Tjtm^ b y 

•7 A. 7K^fc*y ^A^om*^*»f?>^*o ^ > v ;v ^ T" ^ 4- £*<D 

[0 0 6 3] 

mat^fe 1 3 

HK 3 6 ] 




ISl 3 - A : 5% (I a 3) -e^§tt* lftT/Uri £ 9 Via [1, 
5 - a ] fcT y yv|KM:t, *> L < ttftj»K-C, BMfc#JMET^ SMLRJS 

(I a 4) xm^ti&Tlvrt K^#^#^tL^> 0 
J£{±, ®t> -7 8°C~1 5 oms, fflv^vWJi. W»JGK*k fdSg^fcJ: 

?tyVf;^;^^yFilft (Swe rnM) . LTiStttt-BMl: 

=®Mfcffi2Jtey 7nn 7 nAte'Jy-7A (PCC) , 

-^nABftt?y^-^A (PDC) , 2, 3-^nn-5, 6-yyT/-l 
, 4-^W3r/V (DDQ) > De s s-Ma r t i nt*&fc J^ifclf <b*L& 

o 
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IgJ^zB : 5£ ( I a 4 ) X-mZfrZTfrTK K^t4t*7 7n [1, 5- 

(I a 5) fc?9 V*n [1, 5-a] t?'jy>f 

S#^#£>*l&o £OSzagte> St. -8 0"C~8 0°C-eab&o fflv>&j#$Ui, 

m^iE^ f^n^ci !9#i&>k tfzfcjB*mm^rfo%®nz&&mmmmt 

n 7 ^ y . ^ ;V jr. - x /i/^tfc If *U £ *l h \±W& t tz \±m.&m% £ LT 

[0 0 6 4] 

t^l2f& 1 4 
[tt3 7] 




(?H 2 )n (CH 2 ) n 



OH ( , a3) OR- ([a6) 

3551 4 -A ;^ (I a 3) t:^$tt^7Xm**^-r^^7V*n [1, 5-a] 
(I a 6) x«mZ*i&ym.^ s T)l'*MkZtifz*:7V*u [1, 5-a] 

^>ti^#i,ct^i^o KB^mt, mn, -10^-20 or-e^* 
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V>A, *'JfAter t-7h^/K, ^Sfctfy^A. ^tf'J^A, £i£ 
[0 0 6 5] 

& i 5 

Kfc3 8] 




(CH 2 ) n 

Z' = NR 11b R 11c , SR 11d Z' (l a8 ) 



Xgl 5-A : 5fc (I a 3) ■cfE5*t**Haif**-tatr9V > n [1, 5 -a] 

[1, 5 -a] ey^>»»#«>«5S^ft*JSlT»^-ro 
^jk^iZM^^kiL^ : 5fc (ia3) -«£*L&7Ki^£^rl-.?> /n 

[i, 5 -a] ey s»«hh**\ l< immmx\ &m&&ri> l< 

>K s£ (I a 7) ^$tt^,x;v*>m^.^T-;vM##*#^>-i:^-e^^o 



tfSaE# 200 3- 3092458 



0 #12 0 0 2-3 0 6 6 9 5 ^ ^-v : 55/ 



m%$>2> mmum-f & i> (d r- h tut # \z m& z ti & v^*\ ^ tctiy^no^^ 

^nyWh (^nn>fk. ^n ^h. EfEfr • ^ (I a 3) TitStL* 

7xm*^*-r^t:^^n [1, 5 -a] \£vi?>mmfe*. mm*i>L<t,mm 

MX\ 0°C~2 5 0°Ct:\ mz-lf, N-7nDX7y>^f5 K, t^r«'J7 

Jkm, mmkJkmzKBz^t&ztfcz »)^or/M d a7 ) 
^SJ6 * im^-t mutt x * * & mumm-? x&tum k ^ $ 

£ft&»;MMtt*fctt****ii: LTfflv^tt&o Sfc, (I a 3) x*m 
Z*L2>4k<&mi, i> L < tiil^-C, 0 1:~ 2 5 0 °CT% MCftx;K 

^^v^;V7tx;^n7^f \ f &btiL&Rj&Zikxi> (I a 7) ^ih^ 

7yfMr > : 5g d a3 ) T^£*L& 7 Km*£^rl-£ t?9v*n [1, 5-a 

] e v v >i§2i#£> & l < f±te^T\ - 7 8 o tc-c? ? mimm 

ZKJBZitzz.tKXt), ^ (I a 7) xmZtlZ? ym^flfz^y^u [1 
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^<-v I 56/ 



lc^v>T#tcpi^$tt^v^^ W&lziiiSjuj-frTSSWmY } ) K (D 

AST) . E7y<k%^ Wt'J/lf HJ7^')F (morph-DA 
ST) m&$>if hti&o 

5-B (I a 7) -ci$Wt:7^D [l, 5-a] fcf U v^fNgfls: 

-7 8r~2 5 OX:X-KlfcZ^tZ>ZtK£ >K 5£ (I a 6) T^£*l;z> ^ V*n 
[1, 5-a] tfy J: a*-Ci* 0 fflv»«#flE»± % £±J^IM^ 

tLtf#lw^$tt^v^^ j(Kli:iith7tKn77^ >?.x7-;wr.~jr/K N 
Xgl5-C ;^ (I a 7) T^SftajftfcS&^-r&tf^Vn [1, 5-a] 

v v „ & l < ^f^i t - 7 8 °c~ 2 5 o r-e 

£JS J: i), 5£ (I a 8) t^Stv&fcf^Vn [l, 5-a] kfys? 

;v n ^ F^> T V ^JRtt^ t?* & 0 

*fl«att>'J7A7yK, v- t e r t-7fH^y*JV 
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57/ 



XSJ 5-D (I a 3) •Cjfeg*t&;fcBHSfrfr-r& tf?VP [1, 5-a] 
fc* !K 5£ (I a 8) -e^^tL^e^yn [1, 5-a] fcT V ~;»gNWMw&& 

StS liter- h r Kn7 9v, hjwc.v^tf'&tf &*l 

[0 0 6 6] 

«a*ffi i 6 

[ft 3 9] 



ISl6-A :t (1*4) -emZti&TfrTK K*«r*-r*lf9!/i3 [1, 5 
- a ] kf U v £ > flriB«3i#& 5 Oli 5 - C £ D t Mffi. L T jxJS 

a] tfVv^VSI^ (I a 9) ^ih^tHo 
[0 0 6 7] 




o 



11c 
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&*§£\ -ffiUVtt&m (I) «LTv^Uv^«i:^i:tottt 

■cttftjpj, »»k «H2#j, h&au &mm%k tsf^^n, ^n^m 

^£"k "RAJSRU EftflRU WRRU BR^W^iJ. 

mmnu mm. m&m, m&m*M*. ^i^siu^m ?t 
ftsk raui&iau #mvs^j. pHim wmm, m$tft%\%t*z&mirz> 
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l" >$Hfc*> * Lfa, *° U * 4r v-x-f- U > *° y Jr * v ^nev> y n *;^^'J7 
-^<£>#WMte$!J ; Kn^f^xfjur^n^, ^VT^'J;vE Amy 
tf-^^i;^-, #ijxfi/>/ija-^ #y if-;i/tfn y ^;v-fe;v 

>-h-;K y^ 7 K fe B H -b;vn-^, ^ mm ; t LX 

"t^n-^, 77^*7^, h7*>h, -fcf^> s Vi^y^. t Kn^y7" 
ofH^n-x, tFn^y/ntf;MW;vn-^, ^'Jk-;vtfnij F 
>\ yn t°V>^'J • >f ij t^ryif V> • 7*D 7 7*°'; V- N ^ 7 

^xy^jVy^A, mf^A ; MW&t LTte. $1 

n-* • 7j;w>.7A^ ; rf^Jt ttli, i£lfxf7'J>ivnyyA N * 
;v ^ „ # y jh^- !✓ v y y n - ;w v y # > ^t«tfiik ^ ; SH^ll i: L X it mm 
°aKffiM1r&z tiffin 2 tix\<*& i><DX$>tU^ v^S^<^T^j:< ; 

L Til, 337t ^y*iiu g&5Mf ;St 
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^-v: 60/ 



n^-x^/Mr^n-;^ r^ifT^A, h7r/>^ *;VsK^->^ 
-h8 0> -3f>frU\ #V 0r*i/3-<f-V^V)V\£? l/^J V- 
> ^9t^ri/$|,fRif-K y;nf>^ N 7i;-jk ^1/v*-;k ^on^ 

fcjftr/u3-/i/9L fliJKmHu 5"ja>i, r;u 

pHpm jtrnftsiL ^v-h#k i»/aFKr*&u * 

S4M-^1S, M^MI^^t^ 

&3 0 M gfcv^L 1 0 g. Wt. L< til 0 Oyu g&v>L5 0 Omg, 
KiilOO^g^LlOOmg^ mt&^xm 1 fcv> L 3 OOO^g/k 
g, Sft L< Ji3&v>Ll 0 0 0^ g/k Zti^til mZfcte&MKfm 
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[0 0 6 8] 

[»J] 

[0 0 6 9] 

2- (l--7^_;M lf')y> 
HUQ ] 



2-7n^tf'Jy> (5 0g) ^yxf;VT5> (5 0 0mL) teHF#U v 
^nntfx (I'^x-m?^/) (II) (2. 2g) , 3 «Mt 

Hi (0. 3 g) *tinx.fz^ (lOOg) *tfXbLXm\2*t*iP 

bg.ux*4mmmwLfz 0 nbtitzKfcu^^mmz^y*v >?Ltz^ msn 

(5 : i) omfrzvw&it&h (3 5g) £ra-feflM#& 

lH NMR (400MHz, CDCI3) d 1.26 (t, J = 7.6 Hz, 3H), 2.45 (q, J = 7.6 H 
z, 2H), 7.16-7.20 (m, 1H) , 7.35-7.38 (m, 1H) , 7.59-7.63 (m, 1H) , 8.53 
-8.54 (m, 1H). 
[0 0 7 0] 
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2- (l-^-ZU) lf'Jy> (12. 8 g) *V?uu*?> (6 0mL) 
fcfl&SU Kn*->7 5 V (##:£]$:; S y n t h 

esis, 1 9 9 7, 1) (2 0 g) ©^nn^^v (13 2mL) 
i^TTirFU 3 O^WJtJB^bfco a£l^t:^f^x-f;v (2L) *m 

(1 - fcf'jv-'yA ^yf V>^;i/7^^-> (12. 6 g) 

# h flfz^'N -T < J - 2 - (l-7'-f--;^) ^'U^-^A >yfl/>^;i/7 
Xadt>6. 1 g^f f7t KD77> (6 0 OmL) KSMSU ^SLT? 
*'J^ter t-^h^vK (3. 5 5 g) £2JDx.> tl<3 0$MB»#Lfc 

m^x-m^tzo nhntzmmm^m^m^^^^^ A^mL, wee 

. n-^^-9-> :»xf> (l 0 : l) <DmfrZ*)m&1k&to (0. 6 3 g) 

lH NMR (400MHz, CDCI3) SI. 36 (t, J = 7.6 Hz, 3H), 2.86 (q, J = 7.6 Hz 
, 2H), 6,30 (s, 1H), 6.65 (ddd, J = 1.6, 6.8, 6.8 Hz, 1H), 7.04 (ddd, J 
= 1.2, 6.8, 8.8 Hz, 1H), 7.41 (ddd, J = 1.2, 1.2, 8.8 Hz, 1H), 8.37 (ddd 
, J = 1.2, 1.2, 6.8 Hz, 1H). 
[0 0 7 1] 

w&m 3 
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63/ 




2-xf;ve7Vn [1, 5 -a] k?'Jv> (8 0mg) £x h 9 H Kn 7 9 
> (lmL) fc»#U SSfMLT\ -7 8ttn-WJf)A (1. 6M 

0. 58mL) ^iTU |S|fi-C$<biw3 O^W«#Lfeo 
frfc£jfrii£*w 1 , 2 -y*7n^- 1 , 1, 2, 2 -r- h 7 ? u u y ( 1 
9 6mg) <Dt Kn77> (0. 5mL) it^lTU $f>t:3 0^W 

^a^m7jc -e«fe -3^0 # tifz^i$m & M^mm^ r * > * a -cfg^ t ^ *ti&f£> 

HtU n-^*-9-> :ftBfcx*-/l> (2 0:1) ©!B#J:9IMBflS*4fe (9 0mg 
) ^IHfeWi: LTftfc, 

lH NMR (400MHz, CDCI3) * 1.36 (t, J = 7.6 Hz, 3H), 2.93 (q, J = 7.6 H 
z, 2H), 6,49 (s, 1H), 6.94 (dd, J = 7.2, 8.4 Hz, 1H), 6.99 (dd, J = 1.6, 

7.2 Hz, 1H), 7.44 (dd, J = 1.6, 8.4 Hz, 1H). 

[0 0 7 2] 

7-^- 2 _ xfjV -3_- 1 , a ^ v > p ri> 5 _ a -| eijyv 

r^4 3i 



7-7'at-2-xf;H;7yn [l, 5 -a] fcfVv^ (l. 1 g) fcr-fe 
(2 0mL) £»*U *^T, ff77Wn|^^fD--)A 
(1. 3 g) &iD;t> 3 O^M^U^o »^*tfe^«^***J3Jn£ % ft 
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^-v : 64/ 



m7A^DTh^7 7'f-tiim n-^3^> : (10:1 
) OI^iOiffiMt (6 7 0mg) ^flig B B B J:lT#f:o 

lH NMR (400MHz, CDC1 3 ) S 1.42 (t, J = 7.6 Hz, 3H), 3.27 (q, J = 7.6 H 
z, 2H), 7.39 (dd, J = 1.2, 7.6 Hz, 1H), 7.50 (dd, J = 7.6, 8.8 Hz, 1H), 
8.38 (dd, J = 1.2, 8.8 Hz, 1H) . 
[0 0 7 3] 

7-:/p^.-2-J.^;i/t^y > n n. 5-al ^v^J>-3-T5.zy 
[4t4 4] 



7-7'a*-2-xf;v-3-^I>at , 7V*n [1, 5 -a] \£Vi?Z/ (1. 7 
8 g) (lOOmL) , tK (50mL) id^xmW. (10mL) <D 

m&mmz&mL, muxm^^ (1. 7 8 g ) 6 5tt-i$Fit^ 

^y'J*y;^7A^nvf^*77^- (6 0 g) U. ilxf;v : ^ 

4r-9-> (4 : 1) wH^e»*iB<b^» (1. 1 6 g) *mm&mmnbLx& 

lH NMR (400MHz, CDCI3) § 1,36 (t, J = 7.6 Hz, 3H), 2.89 (q, J = 7.6 H 
z, 2H), 6.81 (dd, J = 7.1, 8.7 Hz, 1H), 6.88 (dd, J = 1.3, 7.0 Hz, 1H), 
7.34 (dd, J = 1.3, 8.6 Hz, 1H). 
[0 0 7 4] 

mum 6 

tert-T^V N- ( 7 - 7u 2 -xf^ fcf g Vp LL 5-al fcf'J 
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Mb 4 5] 



HN' 




7-^n-t-2-if-;Hf9Vn [1, 5 -a] t?'Jy^-3-7r/ (1. 1 
6 g) ^no^r/IK (5 0mL) IC > gfif> 'Jxf ^7 5 > (1. 0 
lmL) y-tert-^iVd. 3 4 m L) SrjQx. 1 5 l$HttK& 

*t*9*tfco H^/c^y'^W^A^nvb^??^ (6 0 g) 
fc#U I^Bfe^* r'MMJ-v (l : 3) oW5^«bl£Sfrffrfr& (l. 0 9 g) 

lH NMR (400MHz, CDC1 3 ) a 1.34 (t, J = 7.6 Hz, 3H), 1.52 (br s, 9H), 2 
.87 (q, J = 7.6 Hz, 2H), 5.91 (br s, 1H), 6.92-7.04 (m, 2H), 7.40 (d, J 
= 9. 0 Hz, 1H) . 
[0 0 7 5] 

N- (7-yn^-2-xf-^e7V*P n. 5-al \d^)^>-3-4 )V) - 
Ut4 6] 



tert-W N- (7 -7*nt- 2 -if^t'^/n [1, 5 -a] t? 1 ; 
v^-3--f;V) (6 5 8mg) ON, 

(1 5mL) ^tc, a*^«£T^ffi-C*^b^ h U ^ A (6 0 ; 1 1 6 

mg) Srljnx.3 0^ima£#L7t o ISIifi-C (/Dt^f;l/) y^nyn/O (0. 
2 8 6mL) £Jn*.> 6 Otf-^FWlfco 




£tiliE# 2 0 0 3 -3 0 9 2 4 5 8 



^ mm. 2002-306695 ^ 



I 66/ 



^y^s*7Ax-nm\^ m&rmm^^u ®.t e r t-^;v n- (7- 

:/n^e- 2 -.x^Vtf^ y*n [l, 5 -a] t°'Jy>-3-^^) -N-:>^n 

?#£>*L£*&t e r t — N- (7-rn€-2-xf;Hf7V*n [1, 5 

-a] fefV 3 ->f;V) -N-^^nynif;!/^^ > ^g^gg.*. 

(lOmL) t:iiL, 4Nmm/Stm^^^ (3 0mL) £fln;i, 

(2 0g) &c#u w&^fr : ^Mf> (1 : 3) om^^irMt-^ (4 

7 9 m g ) zm&mvtmt x^xmtzo 

1HNMR (400MHz, CDCI3) d 0.14-0.22 (m, 2H), 0.47-0.56 (m, 2H), 0.96-1 
.10 (m, 1H), 1.37 (t, J = 7.6 Hz, 3H), 2.88 (d, J = 6.8 Hz, 2H), 2.90 ( 
q, J = 7.6 Hz, 2H), 6.83 (dd, J = 7.0, 8.8 Hz, 1H), 6.90 (dd, J = 1.3, 7 
.1 Hz, 1H), 7.43 (dd, J = 1.3, 8.8 Hz, 1H). 
[0 0 7 6] 



N- (7--7* n^6-2 -J^/l/g^vfP n. S-al ^Jv>-3-^;M - 



N- (7-rn^-2-^^;vh°^v'n [1, 5-a] 3 - 

N-v^ttT'nti^^T^ > (I06mg) Wtf7kKn77> (3mL 



MitM8 



Mb 4 7] 
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) fefokz^ ISff h 7 1 Kn tf7 v - 4 - *;v^7;vf t K ( 1 2 3 m g) £ 
iHIx., 2t>KYVTlzY*ri'frmtt*Vmi-YV*7& (2 2 9mg) tin 

z-tzo —mm&, ftn^^-eaittiu ^a^Tk-e^m 

7A^DVf^77^ - (1 0 g) HffrU : ^-JJ-V (l : 6) <D 

m%*frhMftfk&® (1 2 Omg) ^tfettfetlT#/io 

lH NMR (400MHz, CDCI3) S -0.02-0.06 (m, 2H), 0.33-0.43 (m, 2H), 0.75- 
0.88 (m, 1H), 1.20-1.34 (m, 2H), 1.38 (t, J = 7.6 Hz, 3H), 1.48-1.62 (m, 

1H), 1.69-1.78 (m, 2H), 2.88 (d, J = 6.8 Hz, 2H), 2.91 (q, J = 7.6 Hz, 
2H), 3.04 (d, J = 7.0 Hz, 2H), 3.30 (dt, J = 2.1, 12.0 Hz, 2H), 3.90-4.0 
0 (m, 2H), 6.88 (dd, J = 7. 1, 8.8 Hz, 1H), 6.96 (dd, J = 1.3, 7.1 Hz, 1H 
), 7.49 (dd, J = 1.3, 8.8 Hz, 1H). 

[0 0 7 7] 

[0 0 7 8] 



N- (7-7n^-2-xf;i/e7V'n n. 5-al 3 -WJlO - 



[0 0 7 9] 

mmm 1 0 

7- \2. 6->^l^>-4- (^T^>*^;i/) -7^;H - 2 
3-~hPH°yy*P n. 5-al tf')y> 
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[ft 4 8] 




.OMe 



7-yn*-2-xf;i/-3-->nt'7^D [1, 5 -a] fcfVv^ (1. 
0 g) £l, 2-vV f^yx^y (5 0 mL) , * ( 2 5mL) 2 
, 6-^^h^ry-4- (^h^ry^f;V) 7x-;^^i (1. 2 6 g) . x 
h7** (f'J7x^^7r/) (0) (0. 6 4 g) „ 7Km.it 

'*VV&8ttQ® (1. 7 5g) fcillx^ 8 0*C-e2B#|Un^#t7to #«b*L 

7->*7A^n7h^77^tim n-AH^lSIif^ (3 : 1) 

mft£ *)wmb&® (0. 7 7 g) ^ffei B B B a« 0 

lH NMR (400MHz, CDCI3) d 1.28 (t, J = 7.2 Hz, 3H), 3.12 (q, J = 7.2 H 
z, 2H), 3.49 (s, 3H), 3.71 (s, 6H), 4.53 (s, 2H), 6.67 (s, 2H), 7.03 (dd 
, J = 1.6, 7.2 Hz, 1H), 7.65 (dd, J = 7.2, 8.8 Hz, 1H), 8.34 (dd, J = 1. 
2, 8.8 Hz, 1H). 
[0 0 8 0] 

mm.® 1 1 



2->^e?yn [1, 5-a] eu^y (#fif ; Ch em. Pharm 
. Bull., 1983, 3 1, 4568-5572) (1. Og) f7t 



ULA 9] 




mSE# 2003-3092458 



^ mm 2002-306695 



"^-v: 69/ 



Yuy^y (2 0mL) &3t2C»ET> -7 8ttn- WJf 

(2. 6 6M^t>M;3. 7mL) £?i§TU £ <b 3 0 frmWfr Ltz 0 

WbtifzKJBU&^fc 1 , 2-y7n^-l, l, 2, 2-fF7^nnxr^ 
(2. 7g) ^)7i-7 , c:Kn75>' (5mL) ?§^^?iTU £^3 0^31 

*m7A7n7^77^T»iSU n-A^fy ;f^xf;y (10: 
1) «frMt^ (1. 3 4g) ^^-fe^^^tT#/io 

lH NMR (400MHz, CDC1 3 ) £ 2.55 (s, 3H), 6.45 (s, 1H), 6.93 (dd, J = 7. 
2, 8.4 Hz, 1H), 6.97 (dd, J = 1.6, 7.2 Hz, 1H), 7.41 (dd, J = 1.6, 8.4 H 

1 

z, 1H). 
[0 0 8 1] 

m&M 1 2 

7-m-2-^JV-8 --l>nE , 77 < P fl. 5-al £LL^> 
[1L5 0 1 



7-rn^-2-^f;nf7yn [l, 5-a] WV> (1. 3 g) £T-fef> 
(2 5mL) izmmL, 7K?^T. MI^L&^fbT- > 7 ~7 )V*ute*)Wi- 

hn-^A ooomg) £jjn^ 1 oftmnwLtzo nbtitzKfcm&m%7k 
(5:1) M7>«t nmt^it^m ooomg) zn&m&tLxmzo 

iHNMR (400MHz, CDCI3) d 2.85 (s, 3H), 7.38 (dd, J = 1.2, 7.6 Hz, 1H) 
, 7.49 (dd, J = 7.6, 8.8 Hz, 1H), 7.35 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 0 8 2] 
1 3 
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_tert-7^;V N- ( 7 - ^e- 2 - j* ^;^k°7 Vo n. 5-a] t^J 




7-/n^-2-^f;v-3-^>nE°7yn [l, 5-a] tf^v> (8 9 0 
mg) (2 OmL) „ * (1 OmL) i5iU^m (2mL) <Dm& 

'MmzMML, m^m.^ (8 9 Omg) ZMk, 6 01Ct3 OftmmfikWfr 
Lfco 7Fm%!JZW.2:LtzfeK, mWL*mM^ fremiti U ^S^^MWtIc 

j—emmLT^ n-^^-y : mk^)V (l : l) (DWfrZ*) 

-2-*1-)V\?7y*u [l, 5-a] \>V VZ/- 3 ->f ;V] TS> (3 7 1mg 

#<btut [7-70^-2-^^^77^ [l, 5-a] ev^>-3->f 
;v] 7r/ih'jxf;vr$> (0. 3 4 2mL) ^y^nn^> (5mL) 
»=#«Mfc, **T. -MM S>- t e r t -7t-;v (4 2 9 nig) Zm*-, MM. 

^S^tK. l&fo^m7K-e^o7t 0 #«btt^^g^, M 7 x^v^^v^A-e 

h^^-TitMLT. n-^^-9-> ( 5 : 2 ) J; *) HEfEfl; 

(4 2 Omg) *Wm&mmtLxmz 0 
1HNMR (400MHz, CDC1 3 ) 1.52 (br s, 9H), 2.47 (s, 3H), 5.88-5.92 (m, 
1H), 6.94-7.00 (m, 2H), 7.37-7.42 (m, 1H). 
_ T 0 0 8 3 1 

m&m 7&x zmsm s nmmmtm ct, mam 1 4 *>nmit**z - 1 



fctifE# 2003-3092458 



^ #02 0 0 2 -3 0 6 6 9 5 ^ 

[0 0 8 4] 

^at^J 1 4 

N- (7-ya ; e-2-^f;^°7yn n. s-al tf U 2 >- 3 =d 2d - 
N-v^ n-^n ^;v^^-;v-n--t- fc g £ KP- 2 H- 4 - £g -?-;l>T $ 



r-fh 5 2 ] 




Br 



iHNMR (400MHz, CDC1 3 ) 5 -0.04-0.08 (m, 2H), 0.32-0.43 (m, 2H), 0.74- 
0.88 (m, 1H), 1.20-1.36 (m, 2H), 1.46-1.62 (m, 1H), 1.66-1.78 (m, 2H), 2 
.52 (s, 3H), 2.87 (d, J = 6.8 Hz, 2H), 3.03 (d, J = 6.8 Hz, 2H), 3.30 (d 
t, J = 2.0, 12.0 Hz, 2H), 3.89-3.99 (m, 2H), 6.88 (dd, J = 1.4, 6.8 Hz, 
1H), 6.95 (dd, J = 6.8, 8.8 Hz, 1H), 7.47 (dd, J = 1.4, 8.8 Hz, 1H). 
[0 0 8 5] 

m&m 1 5 

2- (3-* 1 -~fu}£=.)v) ^jjjy 

Uh s 3 1 




2 -rn-^kfij Vy (2 0 g) ^yxf;U7 5> (lOOmL) tc?#»L. 3 
h^r~>- 1 -7>nfc?> (11. 8g)> v^nntf* (Mj7x-m7 
(II) (8 8 8rag), 3^ti (12 1mg) fciDx,*:^ 

tiu (5:1) mftz^wmt^m a 6. s g 
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) t^»at#^ 

!H NMR (400MHz, CDCI3) d 3.48 (s, 3H), 4.36 (s, 2H), 7.22-7.26 (m, 1H 

), 7.44-7.47 (m, 1H), 7.66 (ddd, J = 1. 6, 7.6, 7.6 Hz, 1H), 8.57-8.60 (m 
, 1H). 
[0 0 8 6] 

mmm 1 6 

2- (^f^y^f;i/) e^V^n Tl. 5-al \£W> 
Hh5 4] 



MeO N- ,N v^ 

2- (3 h ^r->- 1 -7°nif^;i/) (13. 2 g) *z/?uu* 

?y (5 0mL) 0-^vfV>^;^-;n;Kn^->Tr/ (## 

MjSynthesis, 1 9 9 7, 1) (2 1 g) «y^nn^> (8 0 
mL) ^&£7k^T"t:i&TU £<bK3 O^frWEL^o %btitzKfc^%9K 

(id *in£^ H e B ^*fm^^ -MJE~n'&^ 

T^IU f 1-75/-2 - (3 b^v - 1 -:/n fcf^;l/) fc?Vv-^A 

2, 4, 6 - h 1 -^-t^*;^**- h ^mm>^^ (2 7. 

1 g) t LX&tZo 

-75 y- 2 - (3-^ f^y-l-^o^;V) tfiJv-^A 
2, 4, 6 - h V * 1 -^>-t?>x;V7**- h (27. 1 g) 

(lOOmL) MTt't f ^ f ^y K (2 8%^^y 

-)\<mWL\ 14. 3mL) «riTU $^tlSt2 0^fffl3f^L/z o ffibfrlrt: 

3 mam l/co *&*>-£$kffi'k&frx~m\s\ m&gm-w* v 

^nvf^77^t1fIU n-^^-9-> : I^-x^ (5:1) OTS^J; «9 
m$Mt&® (3. 5 4g) Sr^^^#i:LT#^o 

lH NMR (400MHz, CDCI3) a 3.47 (s, 3H), 4.68 (s, 2H), 6.50 (s, 1H), 6. 
70-6.75 (m, 1H), 7.06-7.11 (m, 1H), 7.47-7.50 (m, 1H), 8.40-8.43 (m, 1H) 
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[0 0 8 7] 

mam i 1 

(7-7'n^-c°7Vn n. 5-al tfi;y>-2-^^) ^L£ik 2L±Jk J- 
— -r;v 

[IE 5 5 1 




Br 



2- (^h+y^f;i/) tf^Vn [l, 5-a] \£y*?> (3. 5 g) fcxh 
5^Kn77> (3 5 0mL) fc**M& if^IT, -7 8lCen-rW 
(2. 6 6M^t>M; 10. 5mL) fciSTU $f)C3 0^il 
J£L£o #fc*LfcKJ£$R£1fefcl f 2- c jyu^JL^> (2. 0 5mL) *jST 

*5A^n7>^7 7-f-t?»im n-^N^H7-> : ff-gtx^v (io: l ) m 

frz^w&ft&m (2. 7 5 g ) zmM&MtkmtLxmfco 

1HNMR (400MHz, CDC1 3 ) a 3.47 (s, 3H), 4.75 (s, 2H), 6.71 (s, 1H), 6. 
99 (dd, J = 7.2, 8.8 Hz, 1H), 7.05 (dd, J = 1.2, 7.2 Hz, 1H), 7.51 (dd, 
J = 1.2, 8.8 Hz, 1H). 

[0 0 8 8] 
»a&08 1 8 

_( 7--rn^-3-^hnev-/n fl. 5-al \£W>-2-4)l<) 

_ J ^-)]/ J- — ~7~ )\/ 

UL5 61 




Br 
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(7-rn*lf9Vn [1, 5-a] k°'JyV-2-^;v) *^-)V 
3L~rfr (1. 0 g) £T-feh~>vj;i/ (2 0mL) tc^t> tK^T^LT 
f f77^oi^i-fn-^ (6 0 6mg) *M^tz 0 nhtLtzKfcm.^ 

(5 : 1) MfrX «frMb£-% (5 4 6mg) £$mfe&H»t LT#fc 0 
1HNMR (400MHz, CDC1 3 ) 8 3.61 (s, 3H), 5.09 (s, 2H), 7.44 (dd, J = 1. 
2, 7.6 Hz, 1H), 7.54 (dd, J = 7.6, 8.8 Hz, 1H), 7.51 (dd, J = 1.2, 8.8 H 
z, 1H). 

[0 0 8 9] 

m&w 1 9 

tert-^fJV N- r7--7»n-^-2- (n^ry^f^) tf^VP M. 
5-al If 'J VS- 3 -^;]/| ^jW^'>^>-^ 



(7-7 , n^-3--hnt'7V < n [l, 5-a] fcT'J v 2 ;i0 
)V x-f;v (54 Omg) Jx^-;v (1 OmL) , (5mL) 

(lmD (D^mmzmmL, mmm* (5 4 0m g ) zm*-, e 
ox:x3 ofrmmmffift^fzo ^mzm^Lfzm^, mmKyK^m^xmrn.^ 
^)vxmmu mm,m*mm-w&, mmk&*xm^fz 0 nbtttzmmm*. 
^Kmm^^^^^^x^mu mm&, mbet^^v^t^^«l, mm* 

2:i) M^j; 9 7-7*n^e-2- (;* h^>^;u) k'y/n [1, 5-a] 
^V^>-3-75> (3 7 1mg) ^MTOi: lt|#f: 0 
#€>tL7 v c7-7'n^-2- (^h^ri/^^;v) t°^v*n [1, 5-a] t?Vv 



LtL5 7 ] 
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>-3-75 h y.x*-/UTS V (0. 3 0 3mL) i^nn^> (5m 
L) KvffifflU 7fc?$T\ t e r t (3 8 Omg) £2)Dx.. 

vh^7 7^-eiiu, n-^^-9->- : (5 : 1) M^J: 

tt&m (3 6 Omg) *^-fe^ B H H ^LT#/io 

1HNMR (400MHz, CDC1 3 ) a 1.52 (br s, 9H), 3.42 (s, 3H), 4.77 (s, 2H), 

6.50-6.62 (m, 1H), 6.97 (dd, J = 7.2, 8.8 Hz, 1H), 7.04 (dd, J = 1.2, 8 
.8 Hz, 1H), 7.58-7.68 (m, 1H). 

[0 0 9 0] 

w&w 7 & i xfmmm s <Dm&m-m cx, mmm 2 0 <Dmmfc*n& - 1 $ s m 

[0 0 9 1] 

MatM 2 0 

N- r7-rn^e-2- h^v^;M kT^Vn fl. 5-al tf')S?>- 
3->f;H -N-y^P^PbfjV^^-N-Th^b Fn-2H-4-tf^~ 



HK5 81 




lH NMR (400MHz, CDCI3) S -0.04-0.04 (m, 2H), 0.30-0.40 (m, 2H), 0.72- 
0.86 (m, 1H9, 1.18-1.33 (m, 2H), 1.46-1.62 (m, 1H), 1.64-1.75 (m, 2H), 2 
.87 (d, J = 6.8 Hz, 2H), 3.03 (d, J = 6.8 Hz, 2H), 3.27 (dt, J = 2.0, 11 
.2 Hz, 2H), 3.44 (s, 3H), 3.86-3.96 (m, 2H), 4.67 (s, 2H), 6.89 (dd, J = 
1.4, 6.8 Hz, 1H), 7.02 (dd, J = 6.8, 8.8 Hz, 1H), 7.54 (dd, J = 1.4, 8. 

f±J!E# 2003-3092458 



^ #M 2002-306695 



^-v: 76/ 



8 Hz, 1H) . 
[0 0 9 2] 



fi**err\ 2-^ + yH B 7y*D [1, 5-a] (#ftf JBul 

l.Chem.Soc.Japan, vol. 4 9 (7), 1 9 8 0- 1 9 8 4 ( 
1 9 7 6)) (7. 1 5 g) <D7f7tFD77> (140mL) - 7 

8T;fc*fr*PU n-7<J-frV*f-*7A (1. 6M^t«:4 6mL) £$fiT 

3 0#HSH$Lfc o 1, 2-7^^-1, l, 2, 
> (18. 9g) Ofh7tKo77> (30mL) 7 8tt?lTU 

-^-cffit^u n-^^-^> : (5 0 : l) oM^i ^mtttk&m ( 

7. 1 g) fcJtfeftMfll&i: LT#7tr 0 

1HNMR (400MHz, CDC1 3 ) a 4.03 (s, 3H), 6.02 (s, 1H), 6.91-6.97 (m, 2H 
), 7.31 (dd, J = 2.4, 7.6 Hz, 1H). 
[0 0 9 3] 

mmm 2 2 



7-7-n^-2-^^yt'77*n [1, 5-a] (lg) ( 1 




KK6 0 1 




Br 
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#JH 2002-306695 



^-v: 77/ 



OmL) KmmU MffiMi-hVyA (3 3 4mg) <D7mm. (5mL) fcJnx. 
. M^T2 O^SMftTCo C^S/Stl^K^y-^ (6 0mL)\ tK (3 
OmL) *mx.fz1k. (lg) £#rj;iT, 6 0 VX 3 0 Life 

o hzm^-rm^u tk^m^ stif^aii^o warn 

£zft3tL. i$!:y'J ti^fUVfty &?u~? > y^yj -TlfS^LT, 
>:Bf®^;l/ (3 : 1) M^J: O^IB-fb^ (7 5 0mg) ^M 0 B H i:Lt 

iHNMR (400MHz, CDC1 3 ) S 4.13 (s, 3H), 6.78 (dd, J = 1.6, 6.8 Hz, 1H) 
, 6.81 (dd, J = 6.8, 8.4 Hz, 1H), 7.24 (dd, J = 1.6, 8.4 Hz, 1H). 
[0 0 9 4] 

Wkj&M2 3 

tert-yf;i/ N — ( 7-7 < n^-2-^f^ytf7V'n fl. 5-al tf 



7-rn^-2-^ h ^rvtf^v'n [1, 5-a] fcfy 3 -T ^ > (8 1 

Omg) ^y^nn^r/ (2 OmL) KmML, b'Jxf;l/7ry (0. 7m 
L) ££n;i> ^^tK^T. v- t e r t (9 2 3 ^ L) £in 

7D-7f7*7 7^t;Titu n-^**)-> :%m^fr (10:1) <DWfr 
£ ^IB^tf (1. 0 5 g) *M&m£kt Lt#/; 0 

iHNMR (400MHz, CDCI3) S 1.49 (s, 9H), 4.12 (s, 3H), 6.89 (dd, J = 1. 
2, 7.6 Hz, 1H), 6.94 (dd, J = 7.6, 8.8 Hz, 1H), 7.30-7.39 (m, 1H). 



MK6 11 




Br 



£BiE# 2003-3092458 



^ mm 2002-306695 



^-vl 78/ 



[0 0 9 5] 

matm 2 4 

N- (7-7 , P^-2-njpyh'7V'D n. 5-al t^J 3 
-N-v^n-7°ntf;v>;^;v-N-^ fc_g_fc: Kn-2 H — 4 — b: ^ — ;v > -r- T 
5> 



Mb 6 2] 




tert-W N- (7-7nt-2-^ h+ye^Vn [1, 5 -a] 
fc?'; v>-3-^;v) (140mg) (ON, N-^^W;VA7 

5 K (1 OmL) mmz, mMTC^miti- M> A ( 6 0 ; 2 4 . 6 m g 

) *m*-3 O^mmWLtZo mUX- (yn^^-;v) ^?u*7u^> (0. 0 6 
mL) SrflDx.. 6 0 rt-HF4i#Lf; 0 £0£l*-T?lL mzKfcU^m*'&* K 

v^^«U it^m, «JETi£*fc£#*U fit e r t N- (7 

-"/Dt-2-^>*">ef/n [l, 5-a] t? V v>>- 3 — f /l/) -N-v 

#t>*Lfcfit e r t-"7^;w N- (7~7n^-2-^ f^yt^^n [l 
, 5-a] tf U 3 -N-y^nrn^f^^-HKj 

£fc<Ksgfc.x?-;i/ (lOmL) fcig#U 4NM/«xf;i/ (15 
mL) SriHix.. I^IBia^L^o tK^T 5 NtKM^ h U ? 

fiN- (7-/nt-2-> h*->e97D [1, 5-a] tf'J^y-3->f;v 

*&&*LfcfiN- (7-7*nt-2->h^ye7Vn [1, 5 -a] fcfVv'V- 
3 — T ^) -N - n f ;i/7 ^ ; < t b 7 1 Kn 
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#H 2002-306695 



^-i? I 79/ 



75> (lOmL) KigJSIU MML-^^Yy^Yu\£yy-A-iJ)V^r)Vy-^ 
K (2 3 3mg) £in£> b V T-fe h * VTjtSHfc*^^ h V *J A (4 3 3mg 

y'j*W7A^D7f^77^ dog) tc#u sfcBfc-^-fl' : ^-9-> 

(1:6) OM^^^lB^b^ (1 1 Omg) LT#£ 0 
!H NMR (400MHz, CDCI3) S -0.02-0.10 (m, 2H), 0.20-0.40 (m, 2H), 0.70- 
0.90 (m, 1H), 1.10-1.39 (m, 2H), 1.40-1.60 (m, 1H), 1.62-1.80 (m, 2H), 2 
.81 (d, J = 6.4 Hz, 2H), 2.95 (d, J = 7.2 Hz, 2H), 3.27 (dt, J = 2.0, 12 
.0 Hz, 2H), 3.80-4.00 (m, 2H), 4.11 (s, 3H), 6.80-6.95 (m, 2H), 7.33 (dd 
, J = 1.6, 8.4 Hz, 1H). 

[0 0 9 6] 

m&m 2 5 

ter t-W N — r 2 — ^ ^~ bf v VP fl. 5-al fcfiJv>-3 



2-^Wt-3--Fn(i7yn [l, 5 -a] fc?Vv> (##£$£; H 
eterocycles, 1977, 6, 379) (400mg) 
(2 OmL) KJKftU Tfc (10mL) , (2mL) , ( 8 0 0 m g 

) ^inx.. 8 or-e3 o^mmmmwLtz 0 ^nt^it^u ?t^^7X^ijn^> 

, 5- a] t?V^>-3-^;V] T$v£5&&j&&i Lt#fc 0 

#^^ffl2-^^;l/^^tf7Vn [l, 5-a] fc? V - 3 - -f ^] T ^ 
>^>*^n^r/ (5mL) KigfllU M^t^T^ (0. 4mL) 

^T'tIc^T. Z»y- t e r t -y^)V (6 2 5mg) ^nx-T^SK 



[iL£ 31 
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^ mm^m^x-m^tzo n^fir^mm^myK^m^^^y^ &x-&mmm^ 

S£Lt, n-^^-y : mm^iv ( 5 : i) <r>mfr X ^umt^m (2 3 0m 
g) ^«ftatH/: 0 
iHNMR (400MHz, CDC1 3 ) 8 1.53 (br s, 9H), 2.60 (s, 3H), 6.00-6.15 (m, 

1H); 6.69 (t, J = 6.8 Hz, 1H), 7.11 (t, J = 8.0 Hz, 1H), 7.40-7.50 (m, 
1H), 8.83 (d, J = 6.8 Hz, 1H). 

[0 0 9 7] 

m&m 2 6 
Ltbfi 41 




i 



tert-T>;V N- [2-^/l/^*tf?yn [l, 5-a] 
3-4)P] (2 1. 6g) ^7f7HFn77> (1L) HJgfll^ 

> SSt^»!LT> - 7 8ttn-7'f;vijf (1. 6M^t>M; 130 
mL) £$jTU £<^C3 O^M^tTto nbfifzKfcm&mK 1 , 2-^3 
-K^*> (24g) Of f7tKn77> (50mL) mUZM*., Z^Kl 

V'J*m7A707f^77^T*im n-^^r-9-> ! * (5 

: 1) OHfl\fc ») *|Bffrfr» (2 1. 5g) Zm&ftiMitLxmzo 

IHNMR (400MHz, CDCI3) <J 1.52 (s, 9H), 2.64 (s, 3H), 6.02-6.10 (m, 1H 
), 6.81 (dd, J = 7.2, 8.8 Hz, 1H), 7.22 (dd, J = 1.2, 7.2 Hz, 1H), 7.42- 
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7.50 (m, 1H). 
[0 0 9 8] 

Wk&m 2 7 

KK6 5] 




l 



tert-r^V N- [7-3-K-2-^Wte5yn [l, 5-a] 
ew>-3— f^] fc/U^-h (6 0 0mg) ON, N-^fWAr 
3 K (6mL) Jftjftjr, z»T\ **fltf-hy*A (6 0%itt; 80mg) * 
2inx.Mz&T?3 OfrffiffiftVtZo m^L-V (7n^^f;i/) y^n^r/ ( 0 . 2 
2mL) *in*, 4 O'er— mmWLtZo Rj&fcTtit* - 

*$">AT?«*fcU *ET*8**S*U «t e r t-r*-* N-v^n^n 
tf^^- N _ [7-3 - K- 2- Uf;w;V77-;i/) fcf^Vn [l, 5 
-a] tf'; ^^-3-^^] #;i^^-h£#7Co 

Hf)tL/;tter t-7f;v N-v^n^n tf;i/^f-;v-N- [7-3- K- 
2- e?'/n [1, 5-a] f^] *)V 

'**-Y*mk^)\> (lmL) »C«fJj|U 4NWil?xf;V (lOmL) 

2 0 g) fctfu If^^i" : ^-9-^ (1:3) OM^fe*IBft#» (5 0 
6 m g) £fe-feftM£tf £: LT#/r 0 

1HNMR (400MHz, CDCI3) 1.16-1.24 (m, 2H), 1.48-1.56 (m, 2H), 1.00-1 
• 10 (m, 1H), 2.60 (s, 3H), 2.96 (d, J = 6.0 Hz, 2H), 3.00-3.24 (m, 1H), 
6.68 (ddd, J = 1.2, 6.8, 8.8 Hz, 1H), 7.17 (dd, J = 1.2, 6.8 Hz, 1H), 7. 
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43 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 0 9 9] 

Mji#!l2 8 




i 



N-^n^newH-N- [7-3- K- 2 - (^;^^ 77 -;H t? 

Cl - 5 ~ a J ^^>-3-^] (70mg) Orh^kKn 

75> ( 2 - 5mL) M^Tx b5t Kn tf 9 >- 4 -*^^T^7*t: 

K(5 6mg) =SrJnx., h V T-fe > ^v*^*^^ h y ^ A ( 10 3mg) 

*T«fei§^ fc*«B^*v*AT?«^U «EETfflK*fy*L, marc** 
(5 0mg) ttfei^ftiLt^o 
1HNMR (400MHz, CDCI3) * -0.06-0.04 (m, 2H), 0.30-0.38 (m, 2H), 0.74- 
0.86 ( m , 1H), 1.20-1.32 (m, 2H), 1.40-1.60 (m, 1H), 1.66-1.80 (m, 2H), 
2.69 (s, 3H), 2.85 (d, J = 6.8 Hz, 2H), 3.02 (d, J = 7.2 Hz ? 2H), 3.22-3 
• 32 (m, 2H), 3.86-3.94 (m, 2H), 6.72 (dd, J = 7.2, 8.8 Hz, 1H), 7.15 (dd 
. J - 1.2. 7.2 Hz, 1H), 7.40 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 10 0] 
2 9 

2_ , 6-v^h^y-4- iA±±^A ± M 2^L=Jkj£2M 
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#H 2002-306695 ^— *J \ 83/ 

Wfc6 7] 

B(OH) 2 
MeCL J\ X>Me 




OMe 



3, f^ry f^y^f ;v) (2 3. 7 g) <QT Y 7 t F 

uy?> (5 0 0mL) -7 8*C-C\ n-^)VV^yA (1. 5 6M 

"^■fr***; 1 0 OmL) **TU *^T3 0»«JffiU o %hfttzK 
fiI^flffi*-7 8rtU h'Mvyn^y^v (3 9mL) ^*Dx. 

B^/UOW^fctllBtofrW (7. 5g) tJtft*R|iaTttfc, 

iHNMR (400MHz, CDC1 3 ) * 3.43 (s, 3H), 3.92 (s, 6H), 4.47 (s, 2H), 6. 
61 (s, 2H), 7.18 (s, 2H). 

[0 10 1] 
»J3 0 

4- (fc KPJrv^7-;y) -2. 6 -V * fc ;n - ;V ^ 1£ 

Mfc6 8] 

B(OH) 2 
MeO^X^OMe 



V 



3, 5-^f^ry^>y>7^n^;v (2. 7 1 g) )>7tKD77>i 
W. (5 OmL) \U 7K^T, n-7^;w;^A (l. 5 6MA^t>M;3 
6. 2mL) tlTU LT-B*MJB* Lfco »&*Lfc^fi^ortSI 

S:-78ti:Lh'Jxh^y^> (9. 6mL) £in£, lii^iftLfto 
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^-v: 84/ 



oiMy'J*m7A^7^77^ (50g) &c#u lEBfe-^/KP 

®^^^ie^% (i. 7 2 g ) ^fifeMiat#f; 0 

iHNMR (400MHz, CDC1 3 ) a 3.92 (s, 6H), 4.73 (s, 2H), 6.65 (s, 2H), 7. 
18 (s, 2H). 
[0 10 2] 

m&W 3 0 ©Sijfi^tcm DT, $*jfffll 3 1^32 <^fc^#£^j& Lfco 
[0 10 3] 

m&m 1 

Mb 6 9] 




OH 



lH NMR (400MHz, CDCI3) * 1.56-1.62 (m, 1H), 2.88 (t, J = 6.4 Hz, 2H), 

3.88-3.92 (m, 2H), 3.90 (s, 6H), 6.51 (s, 2H), 7.14 (s, 2H). 
[0 10 4] 

mmm s 2 

4- -2. 6 -S? * h*t^2^=Jk2£2M 
[4fc7 0] 

B(OH) 2 




.OMe 



"OH 

1HNMR (400MHz, CDCI3) d 1.84-1.94 On, 2H), 2.68-2.76 (m, 2H), 3.64-3 
.74 (m, 2H), 3.90 (s, 6H), 6.48 (s, 2H), 7.16 (s, 2H). 
[0 10 5] 
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: 85/ 



[0 10 6] 

4- (xb^ry^f;!/) -2. 6 - ^ h ft V 7 ^ ~JV* frife 
[ft 7 1] 



lH NMR (400MHz, CDC1 3 ) S 1.28 (t, J = 7.1 Hz, 3H), 3.58 (q, J = 7. 1 H 
z, 2H), 3.92 (s, 6H), 4.51 (s, 2H), 6.63 (s, 2H), 7.19 (s, 2H). 
[0 10 7] 

m&m 3 4. 

4- (1- fl- (te.rt-yf;V) -1. l-i^^;VyiJ;H j-^ryxf- 
;v) -2. 6 -v^ l-^>-7^~;l^^lg 
[<fc7 2] 



lH NMR (400MHz, CDCI3) £0.01 (s, 3H), 0.08 (s, 3H), 0.92 (s, 9H), 1.4 
1 (d, J = 6.4 Hz, 3H), 3.90 (s, 6H), 4.84 (q, J = 6.4 Hz, 1H), 6.61 (s, 
2H), 7.17 (s, 2H). 
[0 10 8] 

m&m 3 5 




B(OH) 2 




B(OH) 2 
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i-V : 86/ 



Ut7 3] 




B(OH) 2 



lH NMR (400MHz, CDCI3) S 3.41 (s, 3H), 3.85 (s, 3H), 3.88 (s, 3H), 4. 

53 (s, 2H), 6.48 (d, J = 2.4 Hz, 1H), 6.55 (d, J = 2.4 Hz, 1H), 7.09 (br 
s, 2H). 
[0 10 9] 

mm 1 

N-v^n-7°Ptf;l/^^;^-N- 7 - f2. 6 -y* fr *y- 4 - f^h^Pv^ 
±2k3 ZJ^jV] -2-xf;Hf7'/n fl. 5-al tf iJ 2 > - 3 -W ^- N 
-f k^fc Kn-2H-4-tf7-^fJl/7^ > 
Mfc7 4] 



N— (7-7*n^-2-xf;nf7yn [1, 5 - a] H°U S»- 3 -4 )V) 
-N-v^n"7°nn°;i/^7 c ;V'-N--r Kn-2 H- 4 - fcf 9 — f-^T 

$ > (6 Omg) * 1, 2-v^ b^Ji^v (2mL) £t}c (lmL) 
U 2, 6-v^h3^>-4- (^f^ry>f;V) 7 x. =-)V* VW. ( 4 5 m g ) 
. T ( h V7x-;^7-f y) /^'^A (0) (3 5mg) , 7» 

^i;^A87Mn» (7 2mg) «rinx.. 9 0 VC 4 l^tnf&^Lfco RJ5&« 

£ 0 l#f>^ii^*7|t«vny^Atgj||l> *ffiTfc;fev>T 
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i—V: 87/ 



■9->:H«x*->u (i : l) m5r£*)Wmt&W (40m g ) *«atfeltfifcL 

iHNMR (400MHz, CBCI3) 5 -0.02-0.04 (m, 2H), 0.34-0.38 (m, 2H), 0.80- 
0.90 (m, 1H), 1.22 (t, J = 7.6 Hz, 3H), 1.24-1.34 (m, 2H), 1.54-1.64 (m 
, 1H), 1.74-1.80 (m, 2H), 2.77 (q, j = 7.6 Hz, 2H), 2.88 (d, J = 6.8 Hz, 
2H), 3.05 (d, J = 7.2 Hz, 2H), 3.31 (t, J = 11.6 Hz, 2H), 3.49 (s, 3H), 
3.73 (s, 6H), 3.90-4.00 (m, 2H), 4.53 (s, 2H), 6.59 (dd, J = 1.2, 6.8 H 



z, 1H), 6.67 (s, 2H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.44 (dd, J = 1.2, 
8. 8 Hz, 1H) . 
[0 110] 

mmm 1 <Dm&m-mcx, mmm 2 9 <oit&®*&WL Ltz a 
[0111] 
mmm 2 

N-y^P7°ntf;l/^f;l/-N-7- \2. 6 -y ;* h 3r->- 4 - 
vxf;i/) 2J^ik3 -2-xf;vt:7'/D fl. 5-al fcfiJ v>- 3 ^ 
-N-f f 7 H Kn - 2 H - 4 - b?7-;M f ;V7 ^ y 
Ut7 5] 



lH NMR (400MHz, CDC1 3 ) $ -0.02-0.04 (m, 2H), 0.32-0.38 (m, 2H), 0.80- 
0.92 (m, 1H), 1.23 (t, J = 7.6 Hz, 3H), 1.22-1.34 (m, 2H), 1.52 (d, J = 
6.4 Hz, 3H), 1.52-1.64 (m, 1H), 1.72-1.82 (m, 2H), 2.79 (q, J = 7.6 Hz, 
2H), 2.89 (d, J = 6.4 Hz, 2H), 3.05 (d, J = 7.2 Hz, 2H), 3.26-3.34 (m, 
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2H), 3.36 (s, 3H), 3.73 (s, 6H), 3.90-3.98 (m, 2H), 4.34 (q, J = 6.8 Hz, 
1H), 6.61 (dd, J = 1.2, 6.8 Hz, 1H), 6.64 (d, J « 2.8 Hz, 2H), 7.01 (dd 

, J = 6.8, 8.8 Hz, 1H), 7.44 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 112] 

N-v^P-7°Plf;V^^;^-N- 7 - \ A - (xfJry^f;i/) -2. 6-i?* 
hjpy7x^1 ~2-x^tf97n n. 5-al If ]} v>- 3 -4 ;V-N 
-ff7^ KP-2H-4-H 0 ^ji^7-;]/y 5 > 

Mfc7 6] 




lH NMR (400MHz, CDCI3) 8 -0.02-0.06 (m, 2H), 0.34-0.43 (m, 2H), 0.80- 
0.94 (m, 1H), 1.24 (t, J = 7.5 Hz, 3H), 1.33 (t, J = 7.0 Hz, 3H), 1.20-1 
.38 (m, 2H), 1.54-1.68 (m, 1H), 1.74-1.84 (m, 2H), 2.78 (q, J = 7.5 Hz, 
2H), 2.90 (d, J = 6.6 Hz, 2H), 3.07 (d, J = 7.0 Hz, 2H), 3.33 (dt, J = 1 
.6, 12.0 Hz, 2H), 3.66 (q, J = 7.0 Hz, 2H), 3.75 (s, 6H), 3.92-4.02 (m, 
2H), 4.59 (s, 2H), 6.61 (br d, J = 6.8 Hz, 1H), 6.71 (s, 2H), 7.03 (dd, 
J = 7.0, 8.8 Hz, 1H), 7.46 (br d, J = 8.8 Hz, 1H). 

[0 113] 
^»J4 

N — p~7°p tf il^—N — 7 — \2. 6 -*J * h*z/- 4 - iA±Jt^£ 
±JU} -7^-;H -2-x^lf7'/n n. 5-al tf *Jy>-3 -^;v-N 
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0.0 2-306695 



5>I 89/ 



[ft 7 7] 




lH NMR (400MHz, CDCI3) 5 -0.02-0.04 (m, 2H), 0.32-0.42 (m, 2H), 0.80- 
0.82 (m, 1H), 1.21 (t, J =7.6 Hz, 3H), 1.58-1.66 (m, 1H), 1.84-1.94 (m 
, 1H), 2.20-2.32 (m, 1H), 2.74 (q, J = 7.6 Hz, 2H), 2.90 (d, J = 6.4 Hz, 

2H), 3.40-3.50 (m, 1H), 3.18-3.26 (m, 1H), 3.47 (s, 3H), 3.58-3.70 (m, 
2H), 3.71 (s, 6H), 3.72-3.82 (m, 2H), 4.51 (s, 2H), 6.58 (dd, J = 0.8, 6 
.8 Hz, 1H), 6.66 (s, 2H), 7.00 (ddd, J = 0.2, 6.8, 8.8 Hz, 1H), 7.42 (dd 
, J = 0.6, 8.8 Hz, 1H). 

[0 114] 

%mm 5 

(4-3- f (->^n-/PtfjV^^;l/) (ff7l^KD-2H-4 -tf 
±M T^yl - 2 z^±ik£g VP Tl. 5-al tfij *J>-7 -4 JU-3. 

Hfc7 8] 




lH NMR (400MHz, CDCI3) 8 -0.03-0.05 (m, 2H), 0.32-0.40 (m, 2H), 0.80- 
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0.90 (m, 1H), 1.22 (t, J = 7. 5 Hz, 3H), 1.22-1.35 (m, 2H), 1.53-1.66 (m, 
1H), 1.72-1.81 (m, 2H), 1.96 (t, J = 5.6 Hz, 1H), 2.78 (q, J = 7.5 Hz, 
2H), 2.86-2.92 (m, 2H), 3.02-3.09 (m, 2H), 3.28-3.38 (m, 2H), 3.74 (s, 6 
H), 3.90-4.00 (m, 2H), 4.76 (d, J = 5.6 Hz, 2H), 6.61 (dd, J = 1.3, 6.8 
Hz, 1H), 6.72 (s, 2H), 7.02 (dd, J = 6.8, 8.8 Hz, 1H), 7.46 (dd, J = 1.3 
, 8.8 Hz, 1H). 
[0 115] 

(4-3- r Ck^_P^±ik2LfLjk) (f h7HKP-2H-4-e7^Wf 
JM T^yl -2-JL^)V\£^\Tu fl. 5-al fcf'Jv>-7 — ( )V- 3 . 5 

[<k7 9] 




lH NMR (400MHz, CDCI3) d 1.19-1.32 (m, 2H), 1.21 (t, J = 7.5 Hz, 3H), 
1.51-1.64 (m, 3H), 1.70-1.95 (m, 6H), 2.01 (t, J = 5.6 Hz, 1H), 2.26-2. 
39 (m, 1H), 2.73 (q, J = 7.5 Hz, 2H), 2.90-2.97 (m, 2H), 3.02-3.08 (m, 2 
H), 3.26-3.37 (m, 2H), 3.73 (s, 6H), 3.89-3.99 (m, 2H), 4.74 (d, J = 5.6 
Hz, 2H), 6.60 (dd, J = 1.3, 6.8 Hz, 1H), 6.71 (s, 2H), 7.02 (dd, J = 6. 
8, 8.8 Hz, 1H), 7.41 (dd, J = 1.3, 8.8 Hz, 1H). 
[0 116] 

_2- (4-3- r (y^P^P^^f^) (f !>7tiKn-2H-4-k°7^ 
T^yl -2-^)V\£^^/u fl. 5-al \£W>-7-J)V- 
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3. 5 =iV2! f-^'>*7^ — - 1 -jig y — 
Mfc8 0] 




OH 



lH NMR (400MHz, CDC1 3 ) $ -0.04-0.02 (m, 2H), 0.32-0.38 (m, 2H), 0.78- 
0.88 (m, 1H), 1.21 (t, J = 7.6 Hz, 3H), 1.22-1.32 (m, 2H), 1.52-1.65 (m 
, 2H), 1.72-1.80 (m, 2H), 2.75 (q, J = 7.6 Hz, 2H), 2.87 (d, J = 6.8 Hz, 

2H), 2.92 (t, J = 6.4 Hz, 2H), 3.04 (d, J = 7.2 Hz, 2H), 3.26-3.34 (m, 
2H), 3.70 (s, 6H), 3.90-3.98 (m, 4H), 6.55 (s, 2H), 6.58 (dd, J = 1.6, 6 
.8 Hz, 1H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.43 (dd, J = 1.6, 8.8 Hz, 1 
H). 

[0 117] 

mmms 

3- (4-3- r (ZsVu-fu\£)V*^-)V) (ff7b:Fn-2H-4-b'7- 

3. 5— hJt^Z^Jkl -\--fx2^y—)V 
[ft 8 1] 
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lH NMR (400MHz, CDCI3) S -0.03-0.01 (m, 2H), 0.33-0.37 (m, 2H), 0.81- 
0.85 (m, 1H), 1.19-1.31 (m, 5H), 1.50-1.57 (m, 1H), 1.72-1.77 (m, 2H), 1 
.95-2.04 (m, 2H), 2.73-2.80 (m, 4H), 2.87 (d, J = 6.8 Hz, 2H), 3.04 (d, 
J = 6.8 Hz, 2H), 3.30 (dt, J = 2.0, 12.0 Hz, 2H), 3.70 (s, 6H), 3.76 (t, 
J = 6.4 Hz, 2H), 3.91-3.95 (m, 2H), 6.54 (s, 2H), 6.59 (dd, J = 1.2, 6. 
8 Hz, 1H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.43 (dd, J = 1.6, 8.8 Hz, 1H 
). 

[0 118] 

$mm 9 

N-->^n-7°Pbf;l/^^-;V-N- 7- \2. 4-^f^y-6- (^h^y^ 
-2-xfj^'7V'n n. 5-al tf u V >- 3 -4 ;i/-N 
-T- h g ^ KP-2 H- 4 -e^^;ix^^;VT< > 
Kfc8 2] 




■^H NMR (400MHz, CDCI3) d -0.04-0.02 (m, 2H), 0.30-0.36 (m, 2H), 0.78- 
0.88 (m, 1H), 1.20 (t, J = 7.6 Hz, 3H), 1.20-1.32 (m, 2H), 1.52-1.64 (m 
, 1H), 1.72-1.80 (m, 2H), 2.70-2.80 (m, 2H), 2.87 (d, J = 6.8 Hz, 2H), 3 
.04 (d, J = 6.8 Hz, 2H), 3.19 (s, 3H), 3.28-3.34 (m, 2H), 3.68 (s, 3H), 
3.88 (s, 3H), 3.90-3.98 (m, 2H), 3.98 (d, J = 12.8 Hz, 1H), 4.21 (d, J = 
12.8 Hz, 1H), 6.51 (d, J = 2.4 Hz, 1H), 6.54 (dd, J = 1.6, 6.8 Hz, 1H), 
6.76 (d, J = 2.4 Hz, 1H), 6.99 (dd, J = 6.8, 8.8 Hz, 1H), 7.44 (dd, J = 
1.2, 8.8 Hz, 1H). 
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[0 119] 

Hit^J 1 0 

t e r t - yf ;V N-7- f2. h*z/-4- (^K^v^;M 7 

-2 -JL^/l/bf^ /p Tl. 5-al 3 >- }^ 

Hh8 3] 




tert-7f^ N— (7-7n^-2-xf ;nf7yn [l, 5 -a] tf 
'Jv>-3 — f/l/) (lOOmg) Sri, 2-^I>^yx^> ( 

6mL) , tK (3mL) 2, 6-v^h*~>-4- (;* > 

7x-;^-)^ (lOOmg) . T-h^^X (Hj7x^m7^);^y 

(0) (5 1mg) . frmt'V) *A (l3 9mg) £;&n;lM§?f^ 

SSET\ 8 Otf 3IHflM»tf:o fitzKm^m^^MxMm^ )V 

m bl^fn t:m7XT^ ofc 0 # e> * ii7X«^ ^ * -> ? a l 

7^tilU n-^^r*9-> (2 : 1) ©1^ «£ 0 SRfB-fk^ ( 

8 7mg) fc^-fegMlfffcLT^fco 

lH NMR (400MHz, CDCI3) S 1.21 (t, J = 7. 6 Hz, 3H),1.54 (br s, 9H), 2. 
72 (q, J = 7.6 Hz, 2H), 3.47 (s, 3H), 3.69 (s, 6H), 4.51 (s, 2H), 5.82-5 
.90 On, 1H), 6.58-6.65 (m, 1H), 6.65 (s, 2H), 7.08-7.14 (m, 1H), 7.32-7. 
38 (m, 1H). 

[0 12 0] 
MMM 1 1 

N-v^P^;t/^^;i/-N- 7 - \2. 6-v^h^y-4- 

2k) -7^^;Vl -2-xf^7'/D fl. 5-al bf ]} 3 ->f ;V-N- 

rf7H Kn-2H-4-e9^^W< > 
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1^8 4] 

9 

tert-W N-7- [2, 6-vMh*v-4- (^f^y^f;v) 
7^-;^] -2-xf^9^n [i, 5-a] tf'j^>-3-^f;^;w^- 
h (43mg) £N, N-y^f;v*MT^K (lmL) Kv##fU 7X^^ 
hV^A (6 0%itt;6mg) fcinAfcfk (yn^^f^) v^n^v ( 
0. 0 13mL) Sr^^MS^l^Wa^Lfeo #^tL^^M^^7K*ainx. 

•>A*C*8*U it?im> iETtC^v^^I^ilSLtt e r t -T^W N- 
v^o-7^;Vp?^;v-N- 7- [2, 6-y^^/-4- b * 

-2-.xf-/n5?yn [i, 5-a] e>jy>-3-^f;i/*;w^- 

#f>tif:ttt e r t-7"f^ N-y^n7fWf ;V-N-7- [2, 6- 
i?* 4 — f^rv^f;v) 7x-)V] - 2 y*n [l, 5 

-a] fcfy y>-3-^f;V*;w^^- > &ffijR1"&£ <ffcStx?-;i/ (lmL 
) U 4 Ni^m ; 2 m L) * ftjx. 4 0 °CT 1 m$m& L 

- [2, 6-S>* h*->-4- b*v^?-;V) 7jc~;V] - 2 -xf;Vt: 9 
Vn [1, 5-a] try y>-3-f;VTr/^; 0 

#<b^:i^ifnit^<7h7tKn77> (lmL) fc»j*U T 
h7tKntf7>-4-*;M7;i/7'HK (33mg) , h V 7 -b h * vtK*^ 
't-7fth'JvA (62mg) ^rinx.x 1 B#ffl##Lfco #«b *LfeRj©S 
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12 0 0 2 - 3 0 6 6 9 5 ^ ^- -J ; 95/ 

(5 : 1) M^iio. ffifliMfrfrtt (2 4mg) fcJt&«|JR»fc LT#7t c 
lH NMR (400MHz, CDCI3) S 1.21 (t, J = 7.6 Hz, 3H), 1.22-1.30 (m, 2H), 
1.55-1.62 (m, 3H), 1.71-1.80 (m, 4H), 1.81-1.93 (m, 2H), 2.28-2.36 (m, 
1H), 2.72 (q, J = 7.6 Hz, 2H), 2.93 (d, J = 6.8 Hz, 2H), 3.04 (d, J = 7. 
2 Hz, 2H), 3.27-3.35 (m, 2H), 3.48 (s, 3H), 3.72 (s, 6H), 3.91-3.96 (m, 
2H), 4.52 (s, 2H), 6.59 (br d, J = 6.8 Hz, 1H), 6.67 (s, 2H), 7.01 (dd, 
J = 6.8, 8.8 Hz, 1H), 7.40 (br d, J = 8.8 Hz, 1H). 
[0 12 1] 

mmm 1 1 <Dm^mzm ct, mmm 1 2 &h 1 4 o^m^^m Ltz Q 
[0122] 
mmm 1 2 

N-y^;V-N-7- f2. 6-S^h^rv-4- (* ^^-> -7^ - ;V 

1 -2-3^JH^./P fl. 5-al ^iJ^>-3-^f;i/-N--r-h^^ Kn 
- 2 H- 4 - 7^JMf;i^7$ > 
Mk8 5] 




lH NMR (400MHz, CDCI3) S 0.86 (t, J = 6.8 Hz, 3H),1.22 (t, J = 7.6 Hz 
, 3H), 1.24-1.40 (m, 6H), 1.50-1.60 (m, 1H), 1.70-1.78 (m, 2H), 2.73 (q, 
J = 7.6 Hz, 2H), 2.96 (d, J = 7.2 Hz, 2H), 3.01 (t, J = 7.2 Hz, 2H), 3.2 
6-3.35 (m, 2H), 3.49 (s, 3H), 3.73 (s, 6H), 3.90-3.97 (m, 2H), 4.53 (s, 
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2H), 6.60 (dd, J = 1.2, 6.8 Hz, 1H), 6.68 (s, 2H), 7.01 (dd, J = 6.8, 8. 
8 Hz, 1H), 7.42 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 12 3] 

mmm 1 3 

N-7- f2. 6-v^l>^>-4- 1-^>^;V) -7jl.^j1/1 - 2 - ji^- 
ji/fcT^yp n. B-al if 1 ) Vy— 3—4 — n — T'n tf jy— N — -f- HbK 
n - 2 H-4 -tf v-;t/^^-;i/T$ > 
Hfc8 6] 




lH NMR (400MHz, CDC1 3 ) S 0.87 (t, J = 7.6 Hz, 3H),1.20 (t, J = 7.2 Hz 
, 3H), 1.23-1. 32 (m, 2H), 1.36-1.45 (m, 2H), 1.52-1.62 (m, 1H), 1.72-1.78 

(m, 2H), 2.73 (q, J = 7.2 Hz, 2H), 2.96-3.00 (m, 4H), 3.27-3.35 (m, 2H) 
, 3.49 (s, 3H), 3.73 (s, 6H), 3.90-3.97 (m, 2H), 4.53 (s, 2H), 6.60 (dd, 

J = 1.6, 6.8 Hz, 1H), 6.68 (s, 2H), 7.01 (dd, J = 6.8, 8.8 Hz, 1H), 7.4 
2 (dd, J = 1.6, 8.8 Hz, 1H). 

[0 12 4] 

mmm 1 4 

N-7- 12. 6-i^h^y-4- (* h y a^jkJ -2-3-*f~ 

)V\£^Vu Tl. 5-al \£22 i?>- 3-4 )V-N-4 V^^-N-t" h_g_£ 
KP-2 H- 4 -^■v^;v^^-;l/T$ > 
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k #H 2002-306695 



^-v : 97/ 



UtS 7] 




Me 



.OMe 



BJfeMJt 

lH NMR (400MHz, CDC1 3 ) S 0.91 (d, J = 6.8 Hz, 6H),1.20 (t, J = 7.6 Hz 
, 3H), 1.22-1.31 (m, 2H), 1.50-1.62 (m, 2H), 1.72-1.80 (m, 2H), 2.74 (q, 
J = 7.6 Hz, 2H), 2.82 (d, J = 7.2 Hz, 2H), 2.91 (d, J = 6.8 Hz, 2H), 3.2 

6- 3.34 (m, 2H), 3.47 (s, 3H), 3.72 (s, 6H), 3.90-3.96 (m, 2H), 4.52 (s, 
2H), 6.58 (dd, J = 1.6, .6.8 Hz, 1H), 6.66 (s, 2H), 7.00 (dd, J = 6.8, 8. 
8 Hz, 1H), 7.43 (dd, J = 1.6, 8.8 Hz, 1H). 

[0 12 5] 

mmm 1 5 

7- 12. fi ->^ hdp->-4- (X 7ju=.)U~\ - 2 - 
VV'P M. 5-al gjj V>-3-T5 > 

Ut8 8] 



7- [2, 6-i>Vt^>-4- (^f + y^f;V) "7 *—Jl/\ -2-^)V 
-3-^FDf7V'D [l, 5-a] kT»jy> (0. 7 g) *x-?S-)V (3 5 
mL) ; *(18mL) , WW. (3. 5mL) <Dm&'®m"mm U IStM 
(0. 7g) £#0x.. 6 Otf 3 0»WU: o ^»^-b7-f 




"OMe 



.OMe 
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■eiSlt, n-^^v (4 : 1) Wfr£*)mmt'k® (o. 4 

8g) fc^^t^LT^o 

lH NMR (400MHz, CDCI3) 8 1.23 (t, J = 7.6 Hz, 3H), 2.60-2.98 (m, 2H), 

3.47 (s, 3H), 3.70 (s, 6H), 4.51 (s, 2H), 6.40-6.60 (m, 1H), 6.65 (s, 2 
H), 6.90-7.08 (m, 1H), 7.24-7.38 (m, 1H). 

MS (ESI)m/z 342 MH+ 

[0 12 6] 

%mm 1 6 

tert-yf;V N- 7 - f2. 6->^h^v-4- f^y^f-^) 7 
- 2 -J^;vbTv v'a fl. 5-al tf'jy>-3-^;vj?;w^ - h 
[its 9] 




7- [2, 7jc=./1>] - 2 -J^f-JV 

tf^v'o [l, 5-a] fcp; v>- 3 -75 > (0. 4 8 g) %i??uu * * > 
(4. 8mL) fcm*L, W^)VT<> (0. 3mL) £#n;U ^v^tr^a 
T% "»/-t e r t-y^-fr (0. 3 9mL) ^Dx-T^S^T $ IC— Hfc 

*I1U M^y'J^^v^^A^nvf^^?^^!^ n-^-«7- 
>:^m^^ (1 : 1) «9Mie^ti (0. 5 4 g) ^fife^t lt 

!H NMR (400MHz, CDCI3) S 1.21 (t, J = 7.6 Hz, 3H), 1.54 (br s, 9H), 2 
.72 (q, J = 7.6 Hz, 2H), 3.47 (s, 3H), 3.69 (s, 6H), 4.51 (s, 2H), 5.86 
(br s, 1H), 6.61 (d, J = 6.8 Hz, 1H), 6.65 (s, 2H), 7.10 (dd, J = 6.8, 8 
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12002-306695 



<*-5>: 99/ 



.8 Hz, 1H), 7.35 (d, J = 8.8 Hz, 1H). 
[0 12 7] 

mkm 1 7 

N — 7 — f4- (1- fl- (tert-7f;i/) -1. l^^L^ik^lUk] 
^•4->xf ^) -2. 6 -v^ h^>-7^-;H -2-xf)^'7'/n fl. 5 
- al fcfU y>-3 -^;i/-N-~>»n-7 g ntf;i/^^;^-N--r h 5 £ Kn-2 
H-4-b:7-;l/yfJU7$ > 
[ft 9 0] 



N- (7-7n^-2-^Kyt'7yn [1, 5 -a] t°'Jy>-3-^f;V 
) -N-y^nynt:;l/^f;V7 5 > (7 0mg) £1, 2-v^h^rv-^^^ 

(4mL) „ 7X (2mL) 4- (1- [1- (tert -7^)V) - 

1, l-y^WJ;V] -2, 6 -vV h ^>7x-H^f 

(92mg) , xh^^r* (HJ7x-jWtX7^ >) A7V7A (0) (3 1 
m g) N *mit/V) 7 A 8 7jc^Q% ( 8 5 m g) £ ^X-Mflf ^TF> 8 0 °CX" 1 B# 

7A^nvF^77^-tffllU : ff=^c^;i/ (4 : 1 <omfr£ 

*) HfBft^% ( 1 1 2 m g ) t Lmtz 0 

1HNMR (400MHz, CDCI3) S -0.07-0.03 (m, 2H), 0.07 (s, 3H), 0.12 (s, 3H) 
, 0.32-0.38 (m, 2H), 0.79-0.88 (m, 1H), 0.96 (s, 9H), 1.21-1.33 (m, 2H), 
1.26 (t, J = 7.2 Hz, 3H), 1.49 (d, J = 6.4 Hz, 3H), 1.51-1.63 (m, 1H), 
1.70-1.80 (m, 2H), 2.77 (q, J = 7.2 Hz, 2H), 2.84-2.91 (m, 2H), 3.00-3.0 
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100/ 



7 (m, 2H), 3.25-3.35 (ro, 2H), 3.70 (s, 6H), 3.89-3.97 (m, 2H), 4.92 (q, 
J = 6.4 Hz, 1H), 6.61 (dd, J = 1.3, 6.8 Hz, 1H), 6.67 (s, 1H), 6.68 (s, 
1H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.43 (dd, J = 1.3, 8.8 Hz, 1H). 



mmm 1 8 

1- (4-3- r M>*n-7°nkf;i/^;i/) (t- h *7 \i Kn - 2H-4-H°7- 



N-7- [4- (1- [1- (tert - 7*?-)V) - 1 , 1 -V * fjVy 1; ;v] 
*3rvj^;v) -2, 6-y^^y7x^v] -2-J^;n^v*n [1, 5 
-a] fcfi; y y - 3 - 'f Jl'-N - y ^ n 7*0 ^V-N-f h 7 t Kn-2 
H-4-t'7-^Wr/ (I12mg) f7tFn77> (lmL) 
IwVt^, ^S-Tt- > 7 y^)VT >^e- 7A7n'J K (1 Mr F7tKn77> 

v#^;o. 2 7mD zmz-3mmMWLfz 0 nhfttzK^^Kma^tr 

i^y'J*^*7A^nvf777^-tilU n-^^-9-> : ff:^r.^;i/ 
(1 : 2) lj^J;0^fe^% (6 6mg) Zim&W&Wt Lxntz 0 
1HNMR (400MHz, CDCI3) a -0.04-0.12 (m, 2H), 0.32-0.38 (m, 2H), 0.78- 

0.88 (m, 1H), 1.21 (t, J = 7.5 Hz, 3H), 1.21-1.33 (m, 2H), 1.50-1.65 (m, 
4H), 1.70-1.80 (m, 2H), 2.76 (q, J = 7.5 Hz, 2H), 2.84-2.91 (m, 2H), 3. 

01-3.08 (m, 2H), 3.26-3.37 (m, 2H), 3.73 (s, 6H), 3.88-3.98 (m, 2H), 4.9 



Mb 9 U 
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101/ 



1-4.99 (m, 1H), 6.59 (dd, J = 1.3, 6.8 Hz, 1H), 6.70 (s, 1H), 6.74 (s, 1 
H), 7.01 (dd, J = 6.8, 8.8 Hz, 1H), 7.45 (dd, J = 1.3, 8.8 Hz, 1H). 
[0 12 9] 



4-3- r (y^n-/pti';Mf^ (f h =7 Kn- 2 H- 4 - tf <7~)V* + 
;V) T<;1 -2-xf; ^°7V < P LL, 5-al bf ]} v > - 7 - 3 , 5 



(4-3- [ (y^nyn^v^f^) (7- > 9 t: Kn- 2 H- 4 - k? 

T^y] -2-xf;Hf5V'n [1, 5-a] H a 'Jy>-7-^f^-3 
, 5-v^ h^rv-7^^;v) (50mg) OT-bK/ (2mL) 

fc. ^Tfg^b^^-m^^^fV (IV) (2 5 0mg) 12B# 



(i : 2) comftfrbrnmit^m (4 i mg ) lt#£ 0 

!H NMR (400MHz, CDCI3) a -0.02-0.01 (m, 2H), 0.30-0.40 (m, 2H), 0.80- 
0.88 (m, 1H), 1.18-1.32 (m, 5H), 1.54-1.62 (m, 1H), 1.72-1.80 (m, 2H), 2 
.75 (q, J = 7.6 Hz, 2H), 2.88 (d, J = 6.8 Hz, 2H), 3.05 (d, J = 6.8 Hz, 
2H), 3.25-3.34 (m, 2H), 3.79 (s, 6H), 3.93-3.98 (m, 2H), 6.61 (dd, J = 1 
.2, 6.8 Hz, 1H), 7.03 (dd, J = 6.8, 8.8 Hz, 1H), 7.21 (s, 2H), 7.49 (dd, 

J = 1.2, 8.8 Hz, 1H), 10.02 (s, 1H). 

[0 13 0] 

mmm 2 0 



»j 1 9 




Ut9 2} 




o 



CHO 
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102/ 



N--7*^-N-7- U- (xfipy^f;v) -2. 6 -V * h J^ik 

-2H-4-t:°7-;^f;v7^ > 
Mfc9 3] 



N- (7-ynt-2-if^lf57n [1, 5 -a] tf 'J v>- 3 -4 )V) - 
N-7f;V-N-tf7t Kti-2H-4-k?7^V^f;l'T5 > ( 1 5 0 m g 
) t4-(tKn^y^f;v)-2, 6-y^f^v7x-H^ (2 5 0mg 

) zmmmi tmrnzxy-fv >y-f2>z.tK£*), (4-3- [7*^(ff 

Kn- 2 H-4-tf7-;^^^;v) T$y] -2-xf;vf7Vn [l, 5 
-a] v>-7--f ;V-3, 5-y^h^f'>7x^V) (18 9 

mg) ^t«ia«o 

%hfitz (4-3- (rf7t Kn-2H-4-tf7-;v^f^) T -5 

^] -2-^f-;Vfef^v^n [l, 5 -a] t''J^>-7-^;V-3, 5-v^h 
^rv7x-;V) (18 9mg) CON, N-^WMT5F (1 

5 mL) mWi^ m^X\ TkmitJ- hVVA ( 6 0 ; 2 4 m g) £}jnx., 

3 0M5fl/: o ov^3-Ki^> (0. 0 4 7mL) £Jn;i> 60t:tl 

£^*L/io 3SaiE&~>y AW7A^n7 h^?^ - (10g) i 

(i : 2) cOHS^^iifBffc^ (1 1 lmg) £3irfe*£& 

lH NMR (400MHz, CDCI3) d 0.86 (t, J = 7.0 Hz, 3H), 1.20 (t, J = 7.5 H 
z, 3H), 1.31 (t, J = 7.0 Hz, 3H), 1.17-1.42 (m, 6H), 1.50-1.64 (m, 1H), 




"OEt 
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1.70-1.79 (m, 2H), 2.73 (q, J - 7.5 Hz, 2H), 2.96 (d, J = 7.0 Hz, 2H), 3 
.01 (t, J = 7.0 Hz, 2H), 3.33 (dt, J = 1.6, 12.0 Hz, 2H), 3.64 (q, J = 7 
.0 Hz, 2H), 3.72 (s, 6H), 3.90-4.00 (m, 2H), 4.57 (s, 2H), 6.59 (dd, J = 

1.1, 6.8 Hz, 1H), 6.69 (s, 2H), 7.01 (dd, J = 6.9, 8.9 Hz, 1H), 7.42 (d 
d, J = 1.3, 8.8 Hz, 1H). 

[0 13 1] 

mmm2 oomatrnzmcr, mmm2 1^2 7co^%^^u^ 0 

[0 13 2] 

mmm 2 1 

N-v^P-7°P^;V^^-;V-N- (7-2. 6-v^h^v-4- [ ( 2 - fcf^ 
'JyVxfJry) 7 2 - y*P fl. 5-al bT'Jv 

>-3--Y;M -N-f f7HFn-2H-4-b°7-JMf;V7r/ 
[flS9 4] 




lH MIR (400MHz, CDCI3) a -0. 05-0. 02 (m, 2H) , 0. 32-0. 38 (m, 2H) , 0. 80- 
0.88 (m, 1H), 1.18-1.32 (m, 5H), 1.40-1.48 (m, 2H), 1.52-1.68 (m, 5H), 1 
.70-1.78 (m, 2H), 2.40-2.55 (m, 4H), 2.64 (t, J = 6.0 Hz, 2H), 2.76 (q, 
J = 7.2 Hz, 2H), 2.87 (d, J = 6.8 Hz, 2H), 3.04 (d, J = 6.8 Hz, 2H), 3.3 
1 (t, J = 11.2 Hz, 2H), 3.68 (t, J = 6.4 Hz, 2H), 3.71 (s, 6H), 3.90-3.9 
7 (m, 2H), 4.59 (s, 2H), 6.58 (dd, J = 0.8, 6.8 Hz, 1H), 6.68 (s, 2H), 7 
.00 (dd, J = 6.8, 8.4 Hz, 1H), 7.44 (br d, J = 8.8 Hz, 1H). 
[0 13 3] 

mmn 2 2 



£BSE# 2003-3092458 



2002-306695 A ^- v. : 104/ 



N-v^n-7°ne;v^^;i/-N- (7-2. 6-^T-3ry-4- T (2->if 
^ry^fjry) -7oi^;l/- 2 z^z±JkJd 97n fl. 5-al ^jj 

-3-^;v) -N-rf7HKn-2 H-4-tf7-^^f;l/7$ > 
Mb 9 5] 




OMe 



*H NMR (400MHz, CDCI3) S -0.02-0.01 (m, 2H), 0.30-0.38 (m, 2H), 0.80- 
0.90 (m, 1H), 1.19-1.30 (m, 5H), 1.50-1.62 (m, 1H), 1.72-1.80 (m, 2H), 2 
• 75 (q, J = 7.6 Hz, 2H), 2.87 (d, J = 6.8 Hz, 2H), 3.04 (d, J = 6.8 Hz, 
2H), 3.25-3.35 (m, 2H), 3.43 (s, 3H), 3.62-3.65 (m, 2H), 3.71-3.73 (m, 8 
H), 3.90-3.98 (m, 2H), 4.64 (s, 2H), 6.57 (dd, J = 1.6, 6.8 Hz, 1H), 6.7 
0 (s, 2H), 7.00 (dd, J = 6.8, 9.2 Hz, 1H), 7.44 (dd, J = 1.2, 8.8 Hz, 1H 
). 

[0 13 4] 

nmm 2 3 

N-7- U - (JLh**s*m,) -2. 6 - *J * fc 3->7 j.~jH - 2 -J-^- 
^97o ri. 5-al fcf'jy>-3->f JV-N-^Qlf^-N-y- h v b K 
n- 2 H- 4 -bf^~;i/*^;i/T$ > 



tBSE# 2003-3092458 




^~-J: 105/ 



lH NMR (400MHz, CDCI3). d 0.87 (t, J = 7.4 Hz, 3H), 1.20 (t, J = 7.5 H 
z, 3H), 1.31 (t, J =7.0 Hz, 3H), 1.18-1.33 (m, 2H), 1.34-1.47 (m, 2H), 
1.50-1.65 (m, 1H), 1.70-1.80 (m, 2H), 2.74 (q, J = 7.5 Hz, 2H), 2.96 (d, 

J = 7.1 Hz, 2H), 2.93-3.02 (m, 2H), 3.31 (dt, J = 1.8, 12.0 Hz, 2H), 3. 
64 (q, J = 7.0 Hz, 2H), 3.72 (s, 6H), 3.90-4.98 (m, 2H), 4.57 (s, 2H), 6 
.59 (dd, J = 1.4, 7.0 Hz, 1H), 6.69 (s, 2H), 7.01 (dd, J = 7.0, 8.8 Hz, 
1H), 7.42 (dd, J = 1.3, 8.8 Hz, 1H). 

[0 13 5] 

mmm 2 4 

N-v^n-/ntf;i^^;i/-N-7- T2. 6->>^h^v-4- (2-*h* 
7:n~;H -2-xf ;i/b°7-/n fl. 5-al E'')y>-3-^^ 
-N-7- h 7b KP- 2 H-4-E°7-;V^f;V7; > 
Hb9 7] 




tfcitiE# 2003-3092458 




2002-306695 



^-v.: 106/ 



lH NMR (400MHz, CDCI3) S -0.04-0.02 (m, 2H), 0.32-0.38 (m, 2H), 0.78- 
0.88 (m, 1H), 1.21 (t, J =7.6 Hz, 3H), 1.22-1.32 (m, 2H), 1.52-1.65 (m 
, 1H), 1.70-1.80 (m, 2H), 2.75 (q, J = 7.6 Hz, 2H), 2.87 (d, J = 6.8 Hz, 

2H), 2.94 (t, J = 6.8 Hz, 2H), 3.03 (d, J = 6.8 Hz, 2H), . 3.26-3.34 (m, 
2H), 3.41 (s, 3H), 3.68 (s, 6H), 3.66-3.78 (m, 2H), 3.90-3.96 (m, 2H), 6 
.55 (s, 2H), 6.58 (dd, J = 1.2, 6.8 Hz, 1H), 6.99 (dd, J = 6.8, 8.8 Hz, 
1H), 7.42 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 13 6] 



mmm 2 5 

N-y^P^n^^f^-N- (7-2. 6-v^>^v-4- [ (2— =6/1/ 
[ft 9 8] 



lH NMR (400MHz, CDCI3) a -0.02-0.01 (m, 2H), 0.33-0.36 (m, 2H), 0.80- 
0.84 (m, 1H), 1.19-1.28 (m, 5H), 1.50-1.60 (m, 1H), 1.70-1.80 (m, 2H), 2 
.52-2.58 (m, 4H), 2.67 (t, J = 5.6 Hz, 2H), 2.75 (q, J = 7.6 Hz, 2H), 2. 
87 (d, J = 6.8 Hz, 2H), 3.04 (d, J = 7.2 Hz, 2H), 3.30 (dt, J = 2.0, 12. 
0 Hz, 2H), 3.68 (t, J = 5.6 Hz, 2H), 3.71 (s, 6H), 3.75 (t, J = 4.8 Hz, 
2H), 3.91-3.95 (m, 2H), 4.60 (s, 2H), 6.58 (dd, J = 1.6, 6.8 Hz, 1H), 6. 
67 (s, 2H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.44 (dd, J = 1.6, 8.8 Hz, 1 
H). 
[0 13 7] 




mSE#2 003-3092458 



2002-306695 ^ v : 107/ 

mmm 2 6 

N-y^P-/Ptf;i/^;V-N- (7-2. 6-y^h^y-4- f3- (2- 

; &;V7t');x^y) -fU\£)^ 7 2 - xfJl/h'7'/D fl. 5- a 

1 fcf 3 -^f;v) — N — -t- f ^ H Kp— 2 H— 4 — tf^— -^-;i/T < > 

Mb 9 9] 




!H NMR (400MHz, CDC1 3 ) S -0.03-0.01 (m, 2H), 0.33-0.37 (m, 2H), 0.78- 
0.88 (m,. 1H), 1.17-1.35 (m, 5H), 1.50-1.60 (m, 1H), 1.70-1.78 (m, 2H), 1 
.95-2.02 (m, 2H), 2.45-2.58 (m, 6H), 2.63 (t, J = 6.0 Hz, 2H), 2.72-2.79 

(m, 4H), 2.87 (d, J = 6.8 Hz, 2H), 3.04 (d, J = 6.8 Hz, 2H), 3.30 (dt, 
J = 2.0, 12.0 Hz, 2H), 3.54 (t, J = 6.4 Hz, 2H), 3.62 (t, J = 6.0 Hz, 2H 
), 3.69-3.75 (m, 8H), 3.92-3.95 (m, 2H), 6.52 (s, 2H), 6.59 (dd, J = 1.2 
, 6.4 Hz, 1H), 7.00 (d, J = 6.8, 8.8 Hz, 1H), 7.43 (dd, J = 1.6, 7.8 Hz, 

1H). 

[0 13 8] 

mmm 2 7 

^•zfu\d)l>) -7j.-;H - 2 -3^;vevV*P fl. 5-al b°'Jyy-.^i-/f 
;i/-N--r h7t^Kn-2 H-4-tfv-;i/^^;l/T$ > 



mSE# 2003-3092458 




^-v*: 108/ 



lH NMR (400MHz, CDCI3) 8 -0.03-0.01 (m, 2H), 0.33-0.37 (m, 2H), 0.81- 
0.85 (m, 1H), 1.19-1.31 (m, 5H), 1.50-1.60 (m, 1H), 1.72-1.80 (m, 2H), 1 
.94-2.01 (m, 2H), 2.73-2.79 (m, 4H), 2.87 (d, J = 6.4 Hz, 2H), 3.04 (d, 
J = 6.8 Hz, 2H), 3.30 (dt, J = 2.0, 11.6 Hz, 2H), 3.33 (s, 3H), 3.48 (t, 

J = 6.4 Hz, 2H), 3.70 (s, 6H), 3.92-3.95 (m, 2H), 6.53 (s, 2H), 6.59 (d 
d, J = 1.2, 6.8 Hz, 1H), 7.00 (dd, J = 6.4, 8.8 Hz, 1H), 7.43 (dd, J = 1 
.2, 8.4 Hz, 1H) . 

[0 13 9] 

2 8 

N-7- 14- (?UU*?-)V) -2. 6 L±iz7^=Jk} - 2 -jl*)], 

tf^y'P fl. 5-al li'jy>-3-^l/-N-y^n^n^f;v-N- 
r- Y=7*l Kn -2H-4-e7-;v^f;V7 5.> 
lit 1 0 1 ] 




(4-3- [ (y^nynn>^f;i/) (f h7k Kn- 2 H — 4 — fc?:7 — ;V 
r^y] -2-ifJHf7/n [1, 5-a] t?'jv>-7-^;v-3 

tBSE# 2003-3092458 



■m 2002-306695 A ^->? : 109/ 



, f^rv7x^V) (1 2 2mg) C^do^ ^ (5m 

L) m%LK, h';^^;i/T^> (0. 0 7 6mL) , *9y^)V*-)V 

^ni;K (0. 0 2 3mL) , 4- (y^f;i/7 5;) (0. 5mg) 

'>V*TO5A^C7h/77-f- ( 1 5 g) K#U ftlif^V : n-'Mr 
■9-^ (1 : 2) <DmfrfrbWmt'&® (4 5mg) «fe*MtLtftfc e 

lH NMR (400MHz, CDC1 3 ) 8 -0.02-0.04 (m, 2H), 0.33-0.41 (m, 2H), 0.79- 
0.92 (m, 1H), 1.23 (t, J = 7.6 Hz, 3H), 1.20-1.36 (m, 2H), 1.53-1.67 (m, 

1H), 1.72-1.82 (m, 2H), 2.77 (q, J = 7.6 Hz, 2H), 2.89 (d, J = 6.8 Hz, 
2H), 3.06 (d, J - 7.0 Hz, 2H), 3.32 (dt, J = 2.0, 12.0 Hz, 2H), 3.75 (s, 

6H), 3.90-4.00 (m, 2H), 4.66 (s, 2H), 6.60 (dd, J = 1.4, 6.8 Hz, 1H), 6 
.74 (s, 2H), 7.02 (dd, J = 6.8, 8.8 Hz, 1H), 7.47 (dd, J = 1.5, 8.8 Hz, 
1H). 

[0 14 0] 

mmm 2 9 

N-v^n-7 9 Ptf;V^^-;v-N-2-^^-;v- 7- U- (4 vfutf*^ *-f- 
;v) -2. 6-v^ V^>-7^;H e7'/n fl. 5-al 

[ftl 0 2 ] 



2-7 e n/NV-;i^ (8/uL) ON, N-y>f;V*M7^ K ( 1 . 5mL) i 
fBLK, MUX\ ymft^hVVA (6 0%itt; 4. 3mg) &;{JDx., 1 5^W 




mSE# 2003-3092458 




2002-306695 



^-y. 110/ 



mnLfzo n^fitzK^m^K, N- 7 - [4- (?nn^;v) -2, 6- 
^f^y7x-;V] -2-xf;Hi7>/n [l, 5 -a] fcflJ V>- 3 ^ 
-N-v^n^n \£)V*^)V-l$--f h^HFn-2H-4 - if 9 — f;i/7 

5 > (4 5mg) ON, N-y^W;VA7 5 K (3. 5mL) 3 <Mb 
tf'^A (0. 5m g) £in£> 4 0 °Ctr 2 0 ftm £ <b K 8 0 2 0 

;i^*^A^n^ - (lOg) Kffru W&^/i' : n-^MJ-v (1 

I 2) OWM^^IMb^ (9mg) *Mfr®W®}tLTmzo 
*H NMR (400MHz, CDC1 3 ) £ -0.03-0.04 (m, 2H), 0.32-0.41 (m, 2H), 0.79-0. 
92 (m, 1H), 1.22 (t, J = 7.6 Hz, 3H), 1.29 (d, J = 6.0 Hz, 6H), 1.20-1.3 

6 (m, 2H), 1.53-1.67 (m, 1H), 1.72-1.82 (m, 2H), 2.77 (q, J = 7.5 Hz, 2H 
), 2.89 (d, J = 6.6 Hz, 2H), 3.06 (d, J = 7.0 Hz, 2H), 3.32 (dt, J = 2.0 
, 12.0 Hz, 2H), 3.73 (s, 6H), 3.70-3.84 (m, 1H), 3.90-4.00 (m, 2H), 4.59 

(s, 2H), 6.59 (dd, J = 1.3, 6.8 Hz, 1H), 6.70 (s, 2H), 7.01 (dd, J = 6. 
8, 8.8 Hz, 1H), 7.45 (dd, J = 1.5, 8.8 Hz, 1H). 
[0 14 1] 

mmm 3 0 

3- (4-3- f (y»nyp^v>if;i/) (f1>7E Kn- 2 H — 4 — tfv ~ 
T</1 -2-j.-f-;vtf^v-p n. 5-al ) yy- 7 -4 )V- 

m 1 0 3 ] 



3- (4-3- [ (v^nt/nt?;^^) ^ h ^ t Kn _ 2 h- 4 - bf9 




tbiE#2 003-3092458 



Q^B, 2 0 0 2 - 3 0 6 6 9 5 ^ ^-v : 111/ 

=.)V*<f-)V) 757] -2-^^;Vtr^y*n [l, 5- a] t°'Jy>-7-^f;V 
-3, 5-y^f^ry7x^V) - l --fust; -)V (19 0mg) O-^nn 
7 * V (2 OmL) ISt > 'Jif;V7 5 > (0. 0 6 2mL) , 7 * 

>'*;v* =. )V? n'JK (51mg) . 4- (v7f;'/7 5 7 ) \£V py ( 0 . 5 

mg) 2wmmwLtzo Kmrnrfe. 7K*in£, i^mi^^T^ttsL, 

M^y'J*t>*7A^Dvf^77^- (I5g) &c#u i^^f-;v : n 
(i : 2) OM5h^#i54b£-^ (1 7 9mg) ^fMtttilt 

lH NMR (400MHz, CDCI3) 8 -0.03-0.01 (m, 2H), 0.33-0.37 (m, 2H), 0.81- 
0.85 (m, 1H), 1.19-1.35 (m, 5H), 1.50-1.57 (m, 1H), 1.72-1.77 (m, 2H), 1 
.85-2.00 (m, 2H), 2.70-2.90 (m, 6H), 3.04-3.10 (m, 5H), 3.25-3.35 (m, 2H 
), 3.70 (s, 6H), 4.33 (t, J = 6.4 Hz, 2H), 3.91-3.99 (m, 2H), 6.53 (s, 2 
H), 6.59-6.62 (m, 1H), 6.95-7.05 (m, 1H), 7.43-7.48 (m, 1H). 
[0 14 2] 

mmm3 1 

N-v^P-7°ne;l/^^;v-N- 7- f2. h*z/-4- (3-^)l<-7 

^J/ynb'jl/) "7x.=.fr~\ - 2 -3-^-)V\£<y Vu fl. 5-al 

L OU 0 4] 




3- (4-3- [ (y?D7 , nejV^f;i/) (tf7t Kn-2H-4-t°7 
757] -2-xf^t 0 7 7*n [1, 5 -a] tfV v>- 7 ->f ;i/ 

tbfiE# 2003-3092458 




2002-306695 



^~5> : 112/ 



-3, h^rv7x^l/) 7*ni?;V j* * >*;i/"7 * h (5 0mg) 

<D-J?uu*?> (lOmL) ^i&TN ^e;V7*V> (6 0mg) 

'j*yjv*7A?n7i«^7^ dog) KttL, mm.^frvmfrfrbM 

teit&Kl (16mg) ^ffeitlltLtllfZo 

lH NMR (400MHz, CDCI3) a -0.02-0.02 (m, 2H), 0.35-0.40 (m, 2H), 0.80- 
0.90 (m, 1H), 1.20-1.35 (m. 5H), 1.55-1.60 (m, 1H), 1.73-1.80 (m, 2H), 1 
.90-1.98 (m, 2H), 2.45-1.52 (m, 6H), 2.70-2.81 (m, 4H), 2.89 (d, J = 7.2 

Hz, 2H), 3.06 (d, J = 7.2 Hz, 2H), 3.32 (br t, J = 9.6 Hz, 2H), 3.70-3. 
79 (m, 10H), 3.93-3.97 (m, 2H), 6.54 (s, 1H), 6.61 (dd, J = 0.8, 6.8 Hz, 

1H), 7.06 (dd, J = 6.8, 8.8 Hz, 1H), 7.45 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 14 3] 

$mm 3 2 

N-y»oyn^f^-N-7- f2. 6 -S?,* f 3->- 4 - (^jkTjJj 
yjL±M 7i^l -2 -Jc^^tfyy-n n. 5-a l )U 

iitl 0 5} 



4-3- [ (y^D7 , ot , JMf;v) (f h7kKn-2H-4-^7-^ 
757] -2-^;Ufcf7V*n [1, 5-a] \£V 7 -4 fr- 3 , 

5-^F^>X7JVftK(15mg) OftSKO. 5m L) ^ff7t 

kd77> (0. 5mD mm-, m&v%mL*#t>, (3. 2 




ttilE#2 003-3092458 




2002-306695 



113/ 



mg) £&fl[lx.. ZhKYVT-th^isJlcmftfrVmi-YVVA (8mg) %1m 

LtZo # v V # # 9 A ^ n v h V v -7 - fcffr U ffelf ^ 

(2 I 1) (Dmfrfrbmmt&yd (8. 5mg) *n&mmot 

lH NMR (400MHz, CDCI3) a -0.04-0.01 (m, 2H), 0.32-0.38 (m, 2H), 0.78- 
0.88 (m, 1H), 1.18-1.32 (m, 5H), 1.50-1.62 (m, 1H), 1.72-1.78 (m, 2H), 2 
.48-2.58 (m, 4H), 2.76 (q, J = 8.0 Hz, 2H), 2.87 (d, J = 6.8 Hz, 2H), 3. 
04 (d, J = 7.2 Hz, 2H), 3.26-3.34 (m, 2H), 3.54 (s, 2H), 3.71 (s, 6H), 3 
.75-3.78 (m, 4H), 3.91-3.95 (m, 2H), 6.59 (br d, J = 6.8 Hz, 1H), 6.69 ( 
s, 2H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.44 (br d, J = 8.8 Hz, 1H). 
[0 14 4] 

mmw3 2<ommmmcx, mmm3 3^3 4<Dit^^^Ltz 0 

[0 14 5] 



N3 -'>^o-7 Q ntf;i/^-f-;t/-N3 -T- hvtVu-2 H- 4 **f-)V 
-7-4- f (>^^;VT<7) -2. 6-y^ Y*^-73--)V-2- 

^^-JVM^VU n. 5-al tf'Jy>-3-T$> 
Utl 0 6] 



lH NMR (400MHz, CDCI3) d -0.03-0.01 (m, 2H), 0.32-0.37 (m, 2H), 0.78- 
0.90 (m, 1H), 1.18-1.32 (m, 5H), 1.50-1.62 (m, 1H), 1.70-1.78 (m, 2H), 2 



mm 3 3 




N 



tB»E# 2003-3092458 




002-306695 



y : 114/ 



.34 (br s, 6H), 2.76 (q, J = 7.6 Hz, 2H), 2.87 (d, J = 6.8 Hz, 2H), 3.04 
(d, J = 6.8 Hz, 2H), 3.25-3.35 (m, 2H), 3.45-3.52 (m, 2H), 3.71 (s, 6H) 

, 3.90-3.95 (m, 2H), 6.60 (dd, J = 1.2, 6.8 Hz, 1H), 6.67 (s, 2H), 7.00 

(dd, J = 7.2, 8.4 Hz, 1H), 7.44 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 14 6] 

H»U3 4 

N-y»ayntf;MfJl/-N-7- \2. 6-^h^v-4- (ffvKK 
o- 1 H- 1 -fcfpij;v^;i/) -7^-;H - 2 y*n n. 5-a 
1 e'jy>-3-^f;P-N-f >9t: Kp-2 H-4-kf^_;^^^-;i/T^ > 
Mfcl0 7] 



lH NMR (400MHz, CDCI3) 5 -0.02-0.00 (m, 2H), 0.30-0.40 (m, 2H), 0.80- 
0.88 (m, 1H), 1.19-1.32 (m, 5H), 1.50-1.64 (m, 1H), 1.72-1.78 (m, 2H), 1 
.80-1.90 (m, 4H), 2.56-2.68 (m, 4H), 2.76 (q, J = 7.6 Hz, 2H), 2.87 (d, 
J = 6.8 Hz, 2H), 3.04 (d, J = 6.8 Hz, 2H), 3.26-3.34 (m, 2H), 3.67 (br s 
, 2H), 3.71 (s, 6H), 3.92-3.95 (m, 2H), 6.59 (dd, J = 0.8, 6.8 Hz, 1H), 
6.69 (s, 2H), 6.98-7.02 (m, 1H), 7.44 (br d, J = 8.8 Hz, 1H). 

[0 14 7] 
HJfefll 3 5 

tert-^ N-7- 1 2. 6-v^l^v-4- iA±J^A±M Z 




,0 



£liiiE#2 003-3092458 



€2 0 0 2-3 0 6 6 9-5 A ^- v : 115/ 



mi o si 




tert-W N— (7-7nt-2-^ffl/tf77n [1, 5 -a] fc°V 
^>-3--T;i/) *;W^-f (3 0 0mg) tl, 2-y^f^ryx^> (1 
OmL) fcitf* (5mL) 0«#»*K:»*L;fc&fc, 2, 6-i^h*v- 
4-* F^r^f;V7x-;V*-)i (353mg) „ f^^f^ ( h D 7x-H 
* 7 -f » >U A ( 0 ) (15 9mg), V A 8 7.M» (435 

mg) &iOx.ft*SCifeT. 8 0°CT6B#r H 1»a^L7to #^tt^^Srl^tf^ 
7R*t)Px.S^m^^;V"e»ffi Lft»Att*-efto^ 0 »fc*Lfc#OTfctefaii!flfc^ 

Tj^Ay-nv h y-*77 >f — -CffiSiU n-AJrt>:^xfjV (i ; i) <75lj 
3\fc»)*IBfl:<fr«f (I7 6mg) ^iHM»ttt#/: 0 

lH NMR (400MHz, CDC1 3 ) 8 1.54 (br s, 9H), 3.32 (s, 3H), 3.47 (s, 3H), 

3.69 (s, 6H), 4.51 (s, 2H), 5.86-5.92 (m, 1H), 6.56-6.61 (m, 1H), 6.65 
(s, 2H), 7.11 (dd, J = 6.8, 8.8 Hz, 1H), 7.34 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 14 8] 
*J&fll3 6 

±ik) Z^^ik] -2-^f;utf7V'n fl. 5-al ^ij v>- 3 -^f )VT < 



mi 0 9] 
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tert-r^ N-7- [2, 6-v^^v-4- b^y^f;V) 

7i-iH -2-^fjnf9Vo [l, 5-a] ^';^>-3--f ;v#;w\^- 

h (175mg) £N, N-V>f K (4mL) K?§j$?U 2fc38Hb 
t r'J 1 )" (6 0 ; 2 5 m g) fcim;L;fclk (rn*> f ;i/)y^n^n.A- 

> (0. 0 4 7mL) ^JPi4 Orr-mwm^L^o #e>tL^KJSM^^7fc 

rt-W N->^n^ne;Mf;V-N-7- [2, 6-> ? ^h^v-4 
- (^h^rvp<f-;v) "7jc^;Ix] -2-^f;vii7 , /n [l, 5-a] \£y*?> 

^iifctter t-W N-y^oynt:>^f;i/-N-7- [2, 6 
-y^ b ^r~>^^;i/) 7i^] ;vt:7V*n [l, 

5-a] fcf U v>-3-^ ;V#;W^- Mimit^<iixf;v (5m 
L) fcfcfllU 4Nti (im^;W#$i; lOmL) !MDi4 0tt 

/7 7>f--efflliu, (1:2) om#£ ^fflfl; 

doomg) &n&mtm tLxntio 

lH NMR (400MHz, CDCI3) 5 0.15-0.20 (m, 2H), 0.48-0.54 (m, 2H), 1.02-1 
.10 (m, 1H), 1.20-1.32 (m, 2H), 2.35 (s, 3H), 2.88 (d, J = 6.8 Hz, 2H), 
3.47 (s, 3H), 3.70 (s, 6H), 4.51 (s, 2H), 6.63 (dd, J = 1.2, 6.8 Hz, 1H 
), 6.65 (s, 2H), 6.99 (dd, J = 6.8, 8.8 Hz, 1H), 7.36-7.40 (m, 1H). 
[0 14 9] 

N-y^nyq^^f^-N-?- f2. 6->>^}^v-4- 

±Jk} Z^^ik] - 2 7d n. 5-al l^')y>-3->fJl/-N 

-7f7^FD-2H-4-li7-;WW$> 



ffilE# 2003-3092458 




^-v: 117/ 



N-y^nyn^Mf^-N-?- [2, 6->^>3rv-4- (^h*v^ 
7sl-)V] -2-*^-)V\£?v*u [1, 5-a] fcf'J v^- 3 ->f ;l/T S 
> (6 Omg) ^ff7t Kn79> (3mL) K&FJBU f^t Kn t°7> 
-4-*W^fHF (36mg) „ h U T-fe > * VTfcf^ft* h U A 

(6 7mg) SrJnx., laTlHIBa^L^, # £ *l£&J&*I^ fcjjt, iRv^T 

: l) M7>J: $»&*Lfci»fi*aiJfcU n-^**r>'?ffi^ifcmtz> z tfc± t) 

wsMfrSib ( 6 3 m g) ^fTfeifiji t lt#^ 0 

lH NMR (400MHz, CDCI3) £ -0.05-0.02 (m, 2H), 0.31-0.36 (m, 2H), 0.78- 
0.88 (m, 1H), 1.20-1.32 (m, 2H), 1.54-1.64 (m, 1H), 1.72-1.78 (m, 2H), 2 
.34 (s, 3H), 2.85 (d, J = 7.2 Hz, 2H), 3.03 (d, J = 7.2 Hz, 2H), 3.26-3. 
34 (m, 2H), 3.47 (s, 3H), 3.71 (s, 6H), 3.90-3.96 (m, 2H), 4.51 (s, 2H), 

6.53 (dd, J = 1.2, 6.8 Hz, 1H), 6.66 (s, 2H), 7.00 (dd, J = 6.8, 8.8 Hz 
, 1H), 7.42 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 15 0] 
MMffl 3 8 

N-S/»n-/ne;l/^-f-;i/-N-7- f2. 6-v^h^rv-4- iA±Jt^-£ 
±ik) -7^~;i/l -2-^f;nf7yn n. 5-al \£ ]} W— 3 -4 ;v^-N 
— ■7- Kn — 3 -77^;v^f;^7$ > 
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118/ 



[2, 6 - h 4 - (*h*ls* 

-2-^f;nf7 > /D [1, 5 -a] fcf V 3 -4 frT X 

> (4 Omg) &x hyt: KD77> (3mL) fc##U MTF. 7>7tK 
n77V-3-*;W^T;i'7't:K (5 0%7X^; 0. 0 6 4mL) , 3Mli 
TKvM (0. 10 5mL) , &mft*VmnV?& (8mg) fcinx., 1 Bf HQ 

mk, m.&Tte&^xmMZi&ML, ^I$:y'J*^>*7A7nvf7*77^ 
^•tffllL, n-^-^V : WpM^fr (l : i) omfr £ *) msMt&Qn (3 0 
mg) i^ B H B at#/i 0 

lH NMR (400MHz, CDCI3) S -0.03-0.03 (m, 2H), 0.33-0.38 (m, 2H), 0.80- 
0.90 (m, 1H), 1.54-1.68 (m, 1H), 1.85-1.95 (m, 1H), 2.20-2.29 (m, 1H), 2 
.33 (s, 3H), 2.87-2.90 (m, 2H), 3.06 (dd, J = 8.8, 12.0 Hz, 1H), 3.22 (d 
d, J = 6.4, 12.0 Hz, 1H), 3.47 (s, 3H), 3.59-3.70 (m, 2H), 3.71 (s, 6H), 

3.72-3.88 (m, 2H), 4.51 (s, 2H), 6.54 (dd, J = 1.2, 6.8 Hz, 1H), 6.66 ( 
s, 2H), 7.01 (dd, J = 6.8, 8.8 Hz, 1H), 7.41 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 15 1] 

mm 2 oonmmzmcx^ mmm3 9. 4 o<Dwmfc*n&ztTtt*m*Zo 

[0 15 2] 

mmm 3 9 

(4-3- r (y»aynb:>7r/) (rf7^Kn-2H-4-h 0 7-^^ 
±ik) T<y ] -2-^f^H°77'a n. 5-al fcf |j 7 JU- 3 . 



mtEijf 2003-3092458 
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^-v: 119/ 



r-fhi i 21 




OH 



!H NMR (400MHz, CDCI3) £ -0.04-0.06 (m, 2H), 0.34-0.42 (m, 2H), 0.80- 
0.94 (m, 1H), 1.23-1.38 (m, 2H), 1.54-1.72 (m, 1H), 1.74-1.84 (m, 2H), 2 
.38 (s, 3H), 2.47 (br s, 1H), 2.89 (d, J = 6.8 Hz, 2H), 3.07 (d, J = 7.0 

Hz, 2H), 3.34 (dt, J =2.0, 12.0 Hz, 2H), 3.74 (s, 6H), 3.90-4.02 (m, 2 
H), 4.71 (s, 2H), 6.57 (dd, J - 1.4, 6.8 Hz, 1H), 6.71 (s, 2H), 7.05 (dd 
, J = 6.8, 8.8 Hz, 1H), 7.52-7.60 (m, 1H). 

[0 15 3] 

mmm 4 0 

N-->»n-7 p Pbf;l/r3 y-N- 7 - U- (J- -2. 
Ljcv^x^ik] -2-^f;i/tf7 7D n. 5-al bfU 3 -W;v-N 

-f F7bFn-2 H-4 -e^-;V^^-;i/T$ > 
LOU i 3J 



lH NMR (400MHz, CDCI3) a -0.03-0.05 (m, 2H), 0.32-0.42 (m, 2H), 0.80- 




OEt 
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^-s?: 120/ 



0.94 (m, 1H), 1.34 (t, J = 7.2 Hz, 3H), 1.22-1.38 (m, 2H), 1.54-1.70 (m, 

1H), 1.74-1.84 (m, 2H), 2.38 (s, 3H), 2.89 (d, J = 6.8 Hz, 2H), 3.07 (d 
, J = 7.2 Hz, 2H), 3.34 (dt, J = 1.6, 12.0 Hz, 2H), 3.66 (q, J = 7.2 Hz, 

2H), 3.75 (s, 6H), 3.92-4.02 (in, 2H), 4.59 (s, 2H), 6.57 (dd, J = 1.4, 
6.8 Hz, 1H), 6.72 (s, 2H), 7.04 (dd, J = 6.8, 8.8 Hz, 1H), 7.45 (dd, J = 

1.4, 8.8 Hz, 1H). 

[0 15 4] 
H»J4 1 

tert-yfJV N— f 7 — [ 2 . 6 -V* Y 4 - L* fc * ±M 

Z^jV] -2- j£±j£isJ L ±M \£<7VU n. S-al \£Vi?>-3-J 

mu 1 4i 



tert-W N- [7-7n*-2- Uh^y^fJl') lf97n [1 
, 5 -a] li'Jy>-3-^^] #;W^-h (3 0 0mg) * 1 , 2-i?*Y 
^ri/o.^> (lOmL) , 7X (5mL) 2, 6-^ 

h^^Wx-H->a6 (323m g) „ rf7^ (f'j7x-;^7 7^ 
>) A (0) ( 1 4 6mg) „ *gMfc/*V 7^ 8tM» (3 9 8mg) 

ZtiUz. ifMT, 8 0 °C -e 2 fl# W jbn&«# L e # 5> Rj&iUMfe K7jt 4: in 

A?n7^77^tilU n-^*Vr> : f^^jc^-;i/ (1:1) 19 
IRS&fb^Kj (2 4 5mg) ^M^if t Lt#^ 0 

iHNMR (400MHz, CDCI3) d 1.55 (br s, 9H), 3.32 (s, 3H), 3.76 (s, 3H), 
3.68 (s, 6H), 4.51 (s, 2H), 4.62 (s, 2H), 6.37-6.46 (m, 1H), 6.65 (s, 2 
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: 121/ 



H), 7.13 (dd, J = 6.8, 8.8 Hz, 1H), 7.50-7.58 (m, 1H). 
[0 15 5] 

mmrnA 2 

*?-)\/) -7^-;i/| -2- (^h^->^;i/) e-^/n fl. 5-al ejjy> 
-3 -^;H T$ > 
L OU 1 51 



tert-W N— [7- [2, 6 h 3rv- 4 - b^v^f ;i/ 
) 7x;;v] - 2- (^h*v^;i/) ifyVn [l, 5- a] f'Jy>-3- 
>f ^] (17 0mg) N-^fWATU' (4mL) 

JC»»L, TK^fc^- h V * A (6 0 ; 2 2 m g) *Jn;cfc8L (7n^^ 

v^ny°n/N°> (0. 0 4 3mL) fcin* 4 0 t)T?3 O^K^Lfco # 

xm-otzo &bixtzGmm*mfcmk^y*i'VA^ifm^ mMk, warn- 

#^"C$&&£«*gU ffi t e r t-"7^;v N-y^nyn^v^f;i/-N- [ 
7- [2, 6-y^>^rv-4- Uf+y^f^) ^jl-;!/] -2- 

l-fr) t?9Vo [ 1 , 5 - a ] e y 3? 3 ->f ;v] # - h £#fc 0 
t e r t -y*f-)V N-v^nyn fc?;Vpt ^-;i/— N — [7- [2, 6 
—/^ (^b^v^^-;v) 7^— -2- fcf 

^Vn [1, 5 -a] tf'J v>- 3 --T;v] # ;ws^ - h &5flt«-r* £ t £ < ff: 
ifcx^/i, (5mL) fc«F#U 4NM ; 1 OmL) ZUUz. 4 

0TC-C3 0^IBSl#bfco #^tt/c^M^#^7X^t^^'b5N7Xm^h i ; 
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12 0 0 2-3 0 6 6 9 5 



s<-¥: 122/ 



3) mfr&*)wmit&®j (9 5m g ) *n&mymt\^x%tz 0 

lH NMR (400MHz, CDC1 3 ) 8 0.15-0.20 (m, 2H), 0.48-0.54 (m, 2H), 1.02-1 
.10 (m, 1H), 1.20-1.32 (m, 2H), 2.35 (s, 3H), 2.88 (d, J = 6.8 Hz, 2H), 
3.47 (s, 3H), 3.70 (s, 6H), 4.51 (s, 2H), 6.63 (dd, J = 1.2, 6.8 Hz, 1H 
), 6.65 (s, 2H), 6.99 (dd, J = 6.8, 8.8 Hz, 1H), 7.36-7.40 (m, 1H). 
[0 15 6] 

mmm 4 3 

N-y^nyp^f^-N- T7- f2. 6-v^h^v-4- (*h*-> 

-3->f ;H -N--f- Kd- 2 H- 4 -bf^^;ix^^-;vT$ > 
[ftll6] 



N-y^D7°nt>^f;l/-N- [7- [2, 6->>^h3rv-4- (^b3=- 
y^—fr] -2- (^f^y^f^) t?^y*n [l, 5- a] \£W 
T^y (80mg) ^rf7tFD77> (2m.L) K^ftfU 
t- h^fc: Yu\£^y-A-ii)V^T)Vr\i Y (4 4mg) , h >; 7 -te h * V7jcfg 
ft* ^^f- ( 8 2 m g ) ^rtiax.. M^tr 3 0 Lfco RJctf&fr* 

KtK. ^omW7X«rinx.> f^Bfe^^-^-ejfttti^, t&ftitETkTifeofco tafaffigl 

^*9A^nvh^97^--C3»»U n-^\^^-> : (1 : 2) O 

W#J: D ^fBft^% ( 6 3 m g ) frftfefllitttt t LXntZo 

!H NMR (400MHz, CDCI3) 5 -0.01-0.01 (m, 2H), 0.33-0.37 (m, 2H), 0.78- 
0.88 (m, 1H), 1.20-1.32 (m, 2H), 1.52-1.65 (m, 1H), 1.72-1.78 (m, 2H), 2 
.87 (d, J = 6.8 Hz, 2H), 3.05 (d, J = 6.8 Hz, 2H), 3.26-3.33 (m, 2H), 3. 



MeO 
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^-vl 123/ 



29 (s, 3H), 3.48 (s, 3H), 3.70 (s, 6H), 3.89-3.95 (m, 2H), 4.51 (s, 2H), 
4.56 (s, 2H), 6.63 (dd, J = 1.2, 6.8 Hz, 1H), 6.65.(s, 2H), 7.03 (dd, J 
= 6.8, 8.8 Hz, 1H), 7.51 (dd, J = 1.2, 8.8 Hz, 1H). 
[0 15 7] 

nmm 4 4 

N-v^n-7°nH°;v^^-;i/-N- T7- f2. 6-v^h^v-4- 
-7^-;i^l -2- (^h^r->^^;M tf^yn n. 5-al 

[iHi 1 71 



N-y^o-/nt°;i/^f;i/-N- [7- [2, 6-vVh*v-4- Uh^y 

- 2- Uf^ry>f;V) [1, 5 -a] tfVv^ 

-3-^;l/| (15mg) $:ff7tKn77> (lmL) K?#jS?U tJc 

<tT, rb7t KD77>-3-*^^'7;i/f*t K (5 0%tK^; 0. 022 
mL) , 3M«f*^I (0. 0 3 6mL) . TKStft* ^mi~ V V «7 A (2. 8 

mg) £jn£. inmmwLtzo ^htitzmti&m-kmz^ m^xmummfr* 
74-xmnL, n-^*v-> : mm.^^ (1:2) m^-^^mmt^m (4 

. 8mg) Zmm&ftiMit LX'mzo 

lH NMR (400MHz, CDCI3) d 0.00-0.06 (m, 2H), 0.32-0.40 (m, 2H), 0.80-0 
.90 (m, 1H), 1.55-1.68 (m, 1H), 1.86-1.95 (m, 1H), 2.21-2.32 (m, 1H), 2. 
88-2.92 (m, 2H), 3.08 (dd, J = 8.8, 12.0 Hz, 1H), 3.23 (dd, J = 6.8, 12. 
0 Hz, 1H), 3.30 (s, 3H), 3.48 (s, 3H), 3.60-3.68 (m, 2H), 3.69 (s, 6H), 
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0 
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• 



^-v: 124/ 



3.72-3.84 (m, 2H), 4.51 (s, 2H), 4.55 (s, 2H), 6.54 (dd, J = 1.2, 6.8 Hz 
, 1H), 6.66 (s, 2H), 7.01 (dd, J = 6.8, 8.8 Hz, 1H), 7.41 (dd, J = 1.2, 
8.8 Hz, 1H). 
[0 15 8] 

[0 15 9] 

mmm 4 5 

4- T3- r (v^n-7°nt: 0 ;i/T$ » (^r h7b: Kn-2H-4-bf7-^^ 
±M T^yl -2- \£*7Vu f1. 5-al fcfuy>-7 

— f >V1 — 3 . 5-S^ V;fr->7^-;i^*y-;v 

[lb ii8i 



lH NMR (400MHz, CDC1 3 ) 5 -0.04-0.04 (m, 2H), 0.30-0.40 (m, 2H), 0.78- 
0.92 (ra, 1H), 1.20-1.34 (m, 2H), 1.53-1.70 (m, 1H), 1.71-1.80 (m, 2H), 2 



.20 (br s, 1H), 2.88 (d, J = 6.8 Hz, 2H), 3.05 (d, J = 7.2 Hz, 2H), 3.29 
(s, 3H), 3.24-3.38 (m, 2H), 3.70 (s, 6H), 3.88-3.98 (m, 2H), 4.57 (s, 2 

H), 4.71 (s, 2H), 6.63 (dd, J = 1.4, 6.8 Hz, 1H), 6.68 (s, 2H), 7.05 (dd 

, J = 6.8, 8.8 Hz, 1H), 7.49-7.57 (m, 1H). 
[0 16 0] 

mmm 4 6 

l $-is*u-fu\£)VYk >-N- [7- U- (^h*i,**)i>) -2. fi-y 
2LL± v-7^^;H -2- h ^ev^^V) tf^v~P fl. 5-al kfU^> 
^3 ^jV] -N—r f7H KD-2H-4-if7^MWr/ 




P 
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^-v: 125/ 



lH NMR (400MHz, CDCI3) 8 -0.04-0.04 (m, 2H), 0.30-0.40 (m, 2H), 0.78- 
0.92 (m, 1H), 1.31 (t, J = 6.8 Hz, 3H), 1.20-1.36 (m, 2H), 1.54-1.68 (m, 

1H), 1.70-1.81 (m, 2H), 2.89 (d, J = 6.8 Hz, 2H), 3.06 (d, J = 6.8 Hz, 
2H), 3.30 (s, 3H), 3.26-3.36 (m, 2H), 3.64 (q, J = 6.8 Hz, 2H), 3.71 (s, 

6H), 3.89-3.98 (m, 2H), 4.56 (s, 2H), 4.57 (s, 2H), 6.64 (dd, J = 1.6, 
6.8 Hz, 1H), 6.68 (s, 2H), 7.05 (dd, J = 6.8, 8.8 Hz, 1H), 7.52 (dd, J = 

1.6, 8.8 Hz, 1H). 

[0 16 1] 
^MM 4 7 

N-v^P-7 0 Ptf;l^7-;i/-N- 7- \2. 6--^h^>-4- h^rv^ 
±M ~7^-;H - 2 h^rvtf^VP n. 5-al U V-s- 3 ->f;l/- 
N-f f7ti Kn- 2 H-4 -bfv-;i/^^;i/T$ > 

Hbi 2 0] 




N- (7-7*n^-2-^h^vlf7 , /n [1, 5 -a] fcf U 5?>- 3 -4 )V 
) -N-y^n-/nk'Wf;v-N-f h 7H Kn- 2 H — 4 — tf 7— 
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^-v: 126/ 



T$> (4 8mg) 1, 2 -SM ^yx^ (2mL) ^7K (lmL) 
feMLtzfe, 2, h**>-4- 7x-W)il (3 

6mg) . T" b7^r^ ( h V 7xx;V^7^f A (0) (2 8mg 

) *MM^<V StK^D^ (5 8mg) £#nx-> 8 5 tt- 2 nmim^MW Ltz 

(2 : l) ^ihfrJ: TOft^ (4 0mg) MM B H B ar#/:o 

iH NMR (400MHz, CDCI3) d -0.02-0.04 (m, 2H), 0.30-0.36 (m, 2H), 0.80- 
0.92 (m, 1H), 1.24-1.36 (m, 2H), 1.52-1.64 (m, 1H), 1.74-1.82 (m, 2H), 
2.84 (d, J = 6.8 Hz, 2H), 2.97 (d, J = 6.8 Hz, 2H), 3.32 (td, J = 2.0, 1 
1.6 Hz, 2H), 3.51 (s, 3H), 3.76 (s, 6H), 3.87 (s, 3H), 3.90-3.98 (m, 2H) 
, 4.55 (s, 2H), 6.51 (dd, J = 1.6, 6.8 Hz, 1H), 6.69 (s, 2H), 7.04 (dd, 
J = 7.2, 8.8 Hz, 1H), 7.33 (dd, J = 1.6, 8.8 Hz, 1H). 
[0 16 2] 

[0 16 3] 



N-y^n7°ati>^f;V-N-7- f2. 6-v^h^y-4- 
*s^)V) -7^-;l/l -2-n^>e 7 '/n n. 5-al 
;i/-N-^f^H Kn-2H-4-e7x;Mf;V7$ y 
[ft 1 2 1 ] 



MM 4 8 
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lH NMR (400MHz, CDC1 3 ) £ -0.02-0.04 (m, 2H), 0.30-0.38 (m, 2H), 0.80- 
0.92 (m, 1H), 1.22-1.34 (m, 2H), 1.55 (d, J = 1.6 Hz, 3H), 1.56-1.68 (m 
, 1H), 1.72-1.82 (m, 2H), 2.84 (d, J = 6.8 Hz, 2H), 2.97 (d, J = 7.2 Hz, 

2H), 3.26-3.34 (m, 2H), 3.37 (s, 3H), 3.77 (s, 6H), 3.89 (s,. 3H), 3.90- 
3.98 (m, 2H), 4.37 (q, J = 6.4 Hz, 1H), 6.53 (dd, J = 1.2, 7.2 Hz, 1H), 
6.66 (d, J = 3.2 Hz, 2H), 7.04 (dd, J - 7.2, 8.8 Hz, 1H), 7.33 (dd, J = 
1.6, 8.8 Hz, 1H). 

[0 16 4] 

mm 4 9 

(4-3- r (*/*u-?u\£n,*+n') (f f vfc: Kn- 2 H-4 -e^ — Jl/* 
±M -2-^^ytf77n n. 5-al tf ' I V>- 7 -4 )V- 3 

Hfcl 2 2] 




lH NMR (400MHz, CDC1 3 ) S -0.02-0.06 (m, 2H), 0.30-0.38 (m, 2H), 0.80- 
0.93 (m, 1H), 1.23-1.38 (m, 2H), 1.53-1.67 (m, 1H), 1.74-1.88 (m, 2H), 2 
.84 (d, J = 6.6 Hz, 2H), 2.98 (d, J = 7.0 Hz, 2H), 3.33 (dt, J = 1.7, 12 
.0 Hz, 2H), 3.77 (s, 6H), 3.88 (s, 3H), 3.91-4.00 (m, 2H), 4.81 (br d, J 

= 4.6 Hz, 2H), 6.50-6.55 (m, 1H), 6.74 (s, 2H), 7.02-7.09 (m, 1H), 7.32 
-7.38 (m, 1H). 

[0 16 5] 

Mtm 5 0 

IhwEm 2003-3092458 
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^-v : 128/ 



N->»n-/ntofJ^-N-7- U- j^±±Z^±M -2. 6-5?* 
±Jt^Z^Jk2 -2-^^tf9yP ri. 5-al" ll^^>-3-^;V- 
N-ff7bKn-2 H- 4 -tfv — ;l/^f;V7 $ > 
1 2 3 ] 



lH NMR (400MHz, CDCI3) 5 -0.02-0.07 (m, 2H), 0.30-0.39 (m, 2H), 0.82- 
0.95 (m, 1H), 1.36 (t, J = 7.0 Hz, 3H), 1.25-1.39 (m, 2H), 1.55-1.68 (m, 

1H), 1.75-1.84 (m, 2H), 2.85 (d, J = 6.8 Hz, 2H), 2.99 (d, J = 7.0 Hz, 
2H), 3.34 (dt, J = 1.8, 12.0 Hz, 2H), 3.69 (q, J = 7.0 Hz, 2H), 3.78 (s, 

6H), 3.89 (s, 3H), 3.92-4.00 (m, 2H), 4.62 (s, 2H), 6.52 (dd, J = 1.4, 
6.9 Hz, 1H), 6.72 (s, 2H), 7.06 (dd, J = 6.9, 8.9 Hz, 1H), 7.35 (dd, J = 

1.4, 8.9 Hz, 1H). 

[0 16 61 

mmm 5 1 

N-v^p-7°nbr;l^^;u-N-7- f2. 6 4 - 

±M 2j±=Jkl - 2 -* h£vj£g^£P fl. 5-al gjj W- 3 -4JV- 
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v: 129/ 



lH NMR (400MHz, CDCI3) $ -0.02-0.04 (m, 2H), 0.28-0.34 (m, 2H), 0.78- 
0.86 (m, 1H), 1.60-1.68 (m, 1H), 1.84-1.94* (m, 1H), 2.20-2.30 (m, 1H), 
2.83 (d, J = 6.8 Hz, 2H), 2.92-3.00 (m, 1H), 3.10-3.14 (m, 1H), 3-48 (s, 

3H), 3.52-3.68 (m, 2H), 3.73 (s, 6H), 3.74-3.82 (m, 2H), 3.84 (s, 3H), 
4.52 (s, 2H), 6.48 (dd, J = 1.2, 7.2 Hz, 1H), 6.65 (s, 2H), 7.02 (dd, J 
= 7.2, 8.8 Hz, 1H), 7.29 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 16 7] 

mmm 5 2 

tert-m N-7- \2. fi->^h»->-4- (^l>^'>^f/l/) 7 
J^jkj - 2 Live 9'/n n. S-al E°')y>-3 — L^ikZliLr: 

Jl 

LU: 12 5 1 




tert-W N- (7-7"n^-2-^f^yli , 7yD [1, 5- a] 
^Vi?Zs-3-y( )V) *;W^-b (2 0 0mg) Sri, 2-^h^>x^> 
(1 2mL) , 7K (6mL) t:^^ 2, 6-v^>^y-4- (^h^y> 
*f-)V) 7x-;i/^^| (1 9 7mg) x fF7^ ( MJ 7x-^7-f 

mtE# 2003-3092458 
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^— s> : 130 



/^v^A (0) (1 0 lmg) „ *mtt^*A87M» (2 7 4mg) £in 
£M*^T, 8 0TC-C4«FWJnillMt^L/io #£*Lfc&Jfoj&^ KWSt^^ 

;^7A^n7b^7^Tim n-Mt>:ft»if^ (1 : l) ® 
OaHB-ffc^ (1 5 Omg) ^HUH&fA^«2: LT#£ 0 
1HNMR (400MHz, CDC1 3 ) 5 1.52 (br s, 9H), 3.48 (s, 3H), 3.70 (s, 6H), 
3.87 (s, 3H), 4.51 (s, 2H), 5.82 (br s, 1H), 6.53 (d, J = 6.8 Hz, 1H), 
6.64 (s, 2H), 7.10 (dd, J = 6.8, 8.8 Hz, 1H), 7.27 (d, J = 8.8 Hz, 1H). 
[0 16 8] 

mmm 5 3 

)V) 7x^1 -2-* h*->tf<7VfP n S- a 1 kf-i?^>-3->f ;i/-N 
-r f7l^ Fn-2H-4-h°7-J^f;l>7$ > 

Wk 1 2 6 ] 




tert-W N-7- [2, 6-v^h*v-4- h f->U) 
7l -^] -2-^b+yfc t 7V*n [1, 5 -a] fcfV 3 ->f 

(75mg) £N, N-y^fH;VA7^F (0. 6mL) fci&fl?U Tfc 
*flrt-M;*A (6 0%vfitt; 10mg) *Mz.tz^ (/n*^f;v) v^n 
(0. 0 2 2mL) *Jn£M^l^lW«#Lfco #fetL^BGESfi-fr»^ 

*&2jnx., »Sif^"CitiJl l^n&^TK-e^oTto *7fcW-7^->-7At' 

*£* U MJ±T K & ^Xmm iiftUHtert-W N - -> * 

n^;u^^-;v-N-7- [2, h**,-*- Y*Zs *?-)V) 

-2 h^vtf^Vn [l, 5- a] feTy 3 --f ;v#;w^ - h 
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^12 0 0 2 -3 0 6 6 9 5 ^ ' ^-v : 131/ 

%hfttzUt e r t [2, 6- 
v^f^v-4- h^r->^f-;V) 7x-)V] - 2 - ^ b 3=- v \£y 7n [1, 
5 -a] eV5?V-3->f>U5&^^>- h*fflMi-^>ifc^< 4Nti (f^^^.- 
lmL) OVX-immWLfZo ^bKfzKfcM&MZJkft 

7A^n7^*77^-tiiu n-^u-v : (i : i) mfr£ 

«9N-v^n^;i/^^-;i/-N- 7- [2, h^v^ 
-2-^ f^yt°7V*n [1, 5-a] tf'J v>- 3 -4 )VT 
^ y (5 1mg) Zft&mW&}t LT#fco 
#^>tL/cN-v^n-7 , ^-;i/^^-;i/-N- 7- [2, 6-v^h^v-4- 

7^—)V\ -2-^Ryf7V*n [1, 5-a] fcfVv^-3 
-^;V7^>^f f7tFn77> (0. 6mL) l::*#ft?U 7^7tKnii7 
V-i-^^T^ftK (3 4mg) , h ^ T-t h^rVTK^b^^^i- > ^ 

a (3 8m g ) zm*., m^LX2mmmwLfz 0 nh^tzKm^mhzmmm^ 
^m^m^^xmmm, mmkm^xm*? tz 0 ^Y^m.-? v ^ a xm 

^7 7-f-titu n-AH>:»f^ (3 : 2) mfrx ^omt^it^m 

( 5 2 m g ) £ JTfefttl*^ t LT#/c 0 

lH NMR (400MHz, CDCI3) S 1.17-1.30 (m, 2H), 1.48-1.63 (m, 3H), 1.69-1 
.89 (m, 6H), 2.26-2.39 (m, 1H), 2.82-2.87 (m, 2H), 2.93-2.98 (m, 2H), 3. 
24-3.34 (m, 2H), 3.49 (s, 3H), 3.73 (s, 6H), 3.85 (s, 3H), 3.88-3.96 (m, 

2H), 4.53 (s, 2H), 6.48 (dd, J = 1.3, 6.8 Hz, 1H), 6.66 (s, 2H), 7.02 ( 
dd, J = 6.8, 8.8 Hz, 1H), 7.24 (dd, J = 1.3, 8.8 Hz, 1H). 

[0 16 9] 

%mm 5 3 <Dmmm~m ct, mmm 54^56 <Dit&m*&$. Ltz Q 

[0 17 0] 

^ $m 5 4 
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N-^Jlz-N- 7 - T2. 6-v^h^r->-4- (^h^y^f;V) 7x-JV 
1 -2-^^rye'7yn fl. 5-al £° 'J v > — 3 — ^ ;V — N — -x- I' "7 ti K 
n - 2 H- 4 -e^ — ;l^^-;l/T^ > 
[ft 1 2 7 J 



1HNMR (400MHz, CDCI3) 8 0.81-0.89 (m, 3H), 1.18-1.40 (m, 6H), 1.48-1 
.60 (m, 1H), 1.70-1.78 (m, 2H), 2.83-2.98 (m, 4H), 3.24-3.34 (m, 2H), 3. 
49 (s, 3H), 3.74 (s, 6H), 3.85 (s, 3H), 3.88-3.97 (m, 2H), 4.53 (s, 2H), 

6.49 (dd, J = 1.3, 6.8 Hz, 1H), 6.67 (s, 2H), 7.02 (dd, J = 6.8, 8.8 Hz 
, 1H), 7.26 (dd, J = 1.3, 8.8 Hz, 1H). 

[0 17 1] 

nmm 5 5 

N-7- \2. fi-v>^ >^ry-4- ~7^^;Vl 
jpylf7'/n n. 5-al M 'J v>- 3 -4 ;i/-N-7°P \z)V-N-r- h g ^ 
Fa-2H-4-tf7^;V^fJl'7^ y 
Utl 2 8] 
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^-v: 133/ 



lH NMR (400MHz, CDC1 3 ) d 0.87 (t, J = 7. 6 Hz, 3H), 1.20-1.31 (m, 2H), 
1.33-1.42 (m. 2H), 1.48-1.62 (m, 1H), 1.71-1.78 (m, 2H), 2.87 (d. J = 7. 
2 Hz, 2H), 2.90 (d, J = 7.2 Hz, 2H), 3.25-3.34 (m, 2H), 3.48 (s, 3H), 3. 
73 (s, 6H), 3.84 (s, 3H), 3.88-3.95 (m, 2H), 4.52 (s, 2H), 6.47 (dd, J = 

1.2, 6.8 Hz, 1H), 6.66 (s, 2H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.25 (d 
d. J = 1.2, 8.8 Hz, 1H). 

[0 17 21 



N-7- T2. 6-*J* (2LLjLk2L£ik) 2_3^2k] -2-^h 

jpvti^y»n n. 5-al b°')y>-3 — ( ;V-N- W V/f;V-N-f > 2 
t: Kn-2H-4-fc:^~;v^^;vy 5 > 
Hkl 2 9] 



lH NMR (400MHz, CDCI3) 8 0.90 (d, J = 6.4 Hz, 6H), 1. 19-1.30 (m, 2H), 
1.48-1.60 (m, 2H), 1.74-1.81 (m, 2H), 2.72 (d, J = 7.2 Hz, 2H), 2.82 (d, 

J = 7.2 Hz, 2H), 3.26-3.34 (m, 2H), 3.48 (s, 3H), 3.73 (s, 6H), 3.84 (s 
, 3H), 3.89-3.95 (m, 2H), 4.52 (s, 2H), 6.47 (dd, J = 1.2, 6.8 Hz, 1H), 
6.66 (s, 2H), 7.00 (dd, J = 6.8, 8.8 Hz, 1H), 7.26 (dd, J = 1.2, 8.8 Hz, 

1H). 

[0 17 3] 

mmm 1 8 <om^m^m cx, mmm 5 7 <Dft-&mz&j&L?z 0 

[0 17 4] 

mmm 5 7 



mm 5 6 




tBiE# 2003-3092458 




20 0 2-306695 



^-v: 134/ 



1- (4-3- r (y^P^ne;v^f;M (f h Z ^ Kn- 2 H- 4 -fcf?- 
T<y] - 2 hdr^fcfv VP n. 5-al M^V^-l -A )V 
-3. 5 -v^ h^rv-7^-Jl/) -l-JL*y-;l/ 
[4b 1 3 0 J 



*H NMR (400MHz, CDCI3) $ -0.06-0.01 (m, 2H), 0.27-0.34 (m, 2H), 0.78- 
0.89 (m, 1H), 1.20-1.34 (m, 2H), 1.49-1.63 (m, 4H), 1.71-1.80 (m, 2H), 2 
.78-2.84 (m, 2H), 2.91-2.99 (m, 2H), 3.24-3.35 (m, 2H), 3.74 (s, 3H), 3. 
75 (s, 3H), 3.86 (s, 3H), 3.88-3.97 (m, 2H), 4.93-5.01 (m, 1H), 6.49 (dd 
, J = 1.3, 6.8 Hz, 1H), 6.68 (s, 1H), 6.74 (s, 1H), 7.02 (dd, J = 6.8, 8 
.8 Hz, 1H), 7.31 (dd, J = 1.3, 8.8 Hz, 1H). 
[0 17 5] 

mmm 4 7 ct> mmm 5 8 <Dik-&mz&j& Ltz 0 

[0 17 6] 



mm 5 8 

N-y^a-/nb°;v^f;^-N-7- T2. 6-v^h^v-4- (^ h^v^ 
^)V) -7^^;Vl -2-xF^yti7'/n n. 5-al lf')y>-3-^^- 
N-f H - 4 — f;V7^ y 
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lH NMR (400MHz, CDCI3) S -0.04-0.02 (m, 2H), 0.28-0.31 (m, 2H), 0.78- 
0.88 (m, 1H), 1.20-1.32 (m, 5H), 1.50-1.60 (m, 1H), 1.70-1.78 (m, 2H), 2 
.81 (d, J = 6.4 Hz, 2H), 2.95 (d, J = 6.8 Hz, 2H), 3.29 (dt, J = 2.0, 11 
.6 Hz, 2H), 3.48 (s, 3H), 3.72 (s, 6H), 3.89-3.93 (m, 2H), 4: 21 (q, J = 
7.2 Hz, 2H), 4.52 (s, 2H), 6.47 (dd, J = 1.2, 6.8 Hz, 1H), 6.66 (s, 2H), 

7.00 (dd, J =7.2, 8.8 Hz, 1H), 7.30 (dd, J = 1.2, 8.8 Hz, 1H). 

[0 17 7] 

mmm 5 9 

N-v^P7 0 ne;i/^^;ix-N- \1 - f2. 6-v^h^v-4- f^f^y 
*±M -7 3.— 2k] -2- ±JU2JUy r — )V) \£*?Vu n. 5-al fcfU 
v>-3-^;Vl -N-f f7K KP- 2 H- 4 -tf 7^)V^f-;V7^ > 



lit 1 3 2 ] 




N-y^n7°nl:>^f ;V-N- [7-3- K- 2 - (>W^7 7-^) 
lf7V*n [l, 5 -a] \£Vi?>-3-4 )V] -N-f >7t Kn — 2 H — 4 — 
e^iWfJPr^ (5 0mg) Sri, 2-v> f^yi^y (2raL) ^tK 
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(lmL) izmm&. 2, 6-vVh^rv-4- (*Y*i/*?-)V) 7 

(50mg) > h 7** (PJ7i^V^7^ >) /^v7A (0) ( 
4 0mg) , *mt'*V 7 A 87KSI% (56mg) *inL 8 0 *CT? 3 Nf^JDI^ 

vT) ^f;*7A^7t>^77^tilU Wmc&m (3 6mg) * 

lH NMR (400MHz, CDCI3) 8 -0.02-0.04 (m, 2H), 0.30-0.38 (m, 2H), 0.82- 
0.92 (m, 1H), 1.22-1.34 (m, 2H), 1.52-1.64 (m, 1H), 1.76-1.82 (m, 2H), 
2.44 (s, 3H), 2.90 (d, J = 6.8 Hz, 2H), 3.06 (d, J = 7.2 Hz, 2H), 3.32 ( 
td, J = 2.0, 12.0 Hz, 2H), 3.50 (s, 3H), .3.74 (s, 6H), 3.90-3.98 (m, 2H) 
, 4.54 (s, 2H), 6.59 (dd, J = 1.6, 7.2 Hz, 1H), 6.67 (s, 2H), 7.05 (dd, 
J = 7.2, 8.8 Hz, 1H), 7.41 (dd, J = 1.6, 8.8 Hz, 1H). 
[0 17 8] 

[0 17 9] 



N->»D7 , n^^^-N- 17- L2L. 6-> ? ^h^rv-4- U_±±i/ 

Zj^ik] -2- (^f^x;v7 7^;i/) h'7'/n n. 5-al 
v>-3 z^Lik] -N--T- h Kn- 3-7 7^.;v^f-^7$ > 
Mb 1 3 3 ] 




OMe 



.OMe 
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137/ 



lH NMR (400MHz, CDCI3) 8 -0.02-0.04 (m, 2H), 0.28-0.38 (m, 2H), 0.80- 
0.90 (m, 1H), 1.58-1.68 (m, 1H), 1.88-1.96 (m, 1H), 2.20-2.30 (m, 1H), 
2.42 (s, 3H), 2.88-2.92 (m, 2H), 3.02-3.10 (m, 1H), 3.20-3.24 (m, 1H), 3 
.47 (s, 3H), 3.58-3.82 (m, 4H), 3.71 (s, 6H), 4.52 (s, 2H), 6.57 (dd, J 
= 1.6, 7.2 Hz, 1H), 6.64 (s, 2H), 7.03 (dd, J = 6.8, 8.8 Hz, 1H), 7.38 ( 
dd, J = 1.6, 8.8 Hz, 1H). 

[0 18 0] 

[0 18 1] 

( 1 ) crfri &mm*>?m : 

c r f Rm&mjtSKommt&wtK hCRFRi zm&mLtzfflMnwmfr* 

m^fzo C R F Rf iilliTOi 9 ^IL^c c DNA7^77'J-ii L 
Thuman brain (QuickCloneTM C 1 o n t e c h|i) 
»TCRFR KD^mittZPCRm-Z *9#/io %btifzDN Am** 

DNA£§§gl^?~ (p c DNA3. 1 T M, I n v i t r o g e n*±) £o 
tt^TttZo CRFR 1#§3!^ *-&HEK2 9 3»t:IfS?iAt^ G4 
18 (lmg/ml) 

$>tzV)<DWmftt sauvagine <^^fg^v^ o - > ^H-iftlcji^ 

(2) il^Oil : 

(1) ^^tt/^n-^j^i^ MU:memb rane buff 
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er (50mM Tris-HCl, 5mM MgCl, 2 mM EGTA, 1 
mM DTT, protease inhibitor cocktail (C 
OMPLETETM ) Rochediagnostictt), pH7. 4) XM 
iSU **frT\ Polytron (K I NEMAT I CA) \zxmi&*ffl& ( 1 
e v e 1 .5, 1 0#, 4®, 7k<$T) L£#> at'WMi (1 3, 0 0 0 r pm 

(is, oooxg) , 30m 4*o Kxmmmzitmztto m&Lfcm 

ll^memb rane buffer KXMML, P o 1 y t r o n'CifcJRL 
fcHfl&lllfcflH* (level 4, 20-30 tX<$T) U ftlkmmfcb L 
tz Q fcffv*, JiSB5*»»*0^>^^K«JK**2 0 0/i g/m 

1 i^^I^:0. l%BSA^tfmembrane buffer CTM 

(3) *§<S^Ufc: 

CRFt0^i(i9 SK-fV- h £ffiv^T, SPATM (Am e r s h a 
m P h a rma c i a1±) Vft^fZo MWiSPA beadsffflK 

K#Kt£o tz 0 fflffiMmfr&& 5/ig, SPA beads lmgUOOp 
MOl25i_CRF (Perkin Elmertt) Zffi.mt^fc&TX 2 

mm&±, ms-e&eu (1, 2 o o r pm (2 6 0 x g ) , 533-ra, m 

ifi) &K&ft<DW&ffi&&T o pCountTM (Packar dtfc) KTffljg 

(4) jft^o^m : 

2,0 0 0^^J*O^Sc#ts a u v a g i n e fcin&fc^Ojfctft&te** 
100% (control) U &HM.*% (% of control) t?^ . 

lt^o ^<fc^oaa?sr**iiJc. % (% of control) *mm~7 

DHLW7iD% (% of control) t"5 0%^tiS^ 
<6tIC50ft LT#aj Ltzo 
[0 18 2] 
2 

<AtT-2 ommzm^tzc amp m&$m$u&> 



ffilE# 2003-3092458 



# 



12 0 02-30669 5 
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(1) wmfc: 

A t T- 2 0«ti, v-^^^lTIMf , a)V^a Y 

nb?>$rffi*;v^> (CRF) t:jS^LTiS^7f-^f y ^ 7 - -if^^tt 
IbL-rSjttfcAMP (cAMP) £0£U I!)l?&SC*;i^ > (ACTH) 

t^?>tLTV^ (Biochem. Biophys. Res. Com. 
, 106, 1364-1371, 1 9 8 2) AtT-2 0tt ( 

1X10 5) SrD-MEMigife (0. 1 %FB S) K^LT. 9 67C7°l/- h 
tcff 7**7*v^*x7--fell#£iJ ( I B MX. C a 1 b i o c h emtt 

) 1 mMomm^mu t r 3 0 3^1 3 7 r -eit* l£ 0 m^b^t^im 

f&S^T 3 Qftm3 7t:-e^«L. CRF (fMS3 0nM) £SP;tT3 0 
7t:-e^L7to jfrk (1, 8 0 0 r pm (6 3 0 X g) , 5^W)^J: 
*9«£^#>. lysis buffer (0. 2% dodecyltrim 
ethyl ammmo nium bromide) KXmffi.*^M Lt, HTR 
F&KJ: Oilfic AMPOl4i^^iL/; 0 c AMP <D%Mfcii c AMP 
k i t HTRF (B$vi-'J^ (1*) ) £ffiv>£ 0 

(2) c AMPM£.mm&<nMm : 

#^^/cT ? -^<7)^ i Sii^T^J:9^fo/co CRF (fMS3 0nM) £ 
^nt7t«<7) c AMPl^i^ 1 0 0 % (control) t U #f^-^>'fi 
£% (% of control) l?^t^o % ( 

% of control) ^liK^n^ h U;^7 7 J: !)%• (% of c 
o n t r o 1) 0 %*7F-f I C 5 LTjfm L£ 0 

[0 18 3] 

f«0y i k^t. &4k<&® (mmm 1 - 9 . 1 i~i4, is 

. 2 0-2 7. 2 9. 3 1 -3 4, 3 7, 3 8, 4 0, 4 3, 4 4, 4 6-5 1 
, 5 3-6 0) te<£T, CRFR\ t zttLmtLtz1fe&m*7FL, ^IC 50 i(i 

3 0-5 0 0 0 nM-e^ofCo Z fz, 2 K£v>T. ^fP^T^Mb^ 

(MMM 1-9, 11-14, 18, 20-24, 26, 27, 29, 32-3 

4, 3 7, 3 8, 4 0, 4 3, 4 4. 4 6-5 1, 5 3-6 0) f±, CRFJU 
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icAMPt&WU «*t3feWliWftffl*^Lfeo «f*0-*»«:^TJw|B'to 





CRF 1 SS&ti^&fB 
IC50 (nM) 


ICso (nivB 


IIW) 1 


7 1 


4 




4 9 


5 . 1 


M09 1 3 


9 0 


1 1 


*J£0!I2 3 


5 0 


6 


HJfSfll 4 7 


5 0 


5 0 


5 9 


5 2 


3. 5 


mmm 6 o 


3 0 


3. 5 



[0 18 4] 

v * * tifflgBO* £ & JBCf^cflMB OffHffi 
( 1 ) ffcSfc&ffc : 

v?*18BfH£ftt£fiB elzung C. , Missl in R. , and 
V o g e 1 E . Behavioural effects of 

the benzodiazepine receptor partial 
•agonist R016 — 6028 in mice, Psychopha 
rmacology, 9 7, 3 8 8-3 9 1, 1 9 8 9) ^^^Ltlf 

o£ 0 z.<D&MkKm^z>&&kmmt, y^n^m^r^v^m (mm; is x 

1 0 x 2 0 cm) b±mmL<D&&<DT9VA'te (^H ; 15x20x20cm 
) %m-&<DT? V ^Why^)]/ (10x7x4. 5cm) TStlSU T^X^Bf 
TO * £ K&Jfc-t * s pff g & 3>§Bf 3f £ ffi v> fc 0 {I L £ OtO^S is 
^T, frtmil<^^TO?>MSi (2 0 x 2 0 cm) is XTFftn (20x20 
c m) Kl±mW*T? 'J ;i/£ffiv>fc 0 50Luxt:^l.i^ 
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(2) mt&ftmm&vxm : 

^W**5febfco *<DB*fc, WHF^ve h i c 1 ei£4»J: 
Eft$*fc*/hO&#**:fc#, ft/.MnfcbJI (MED) atlffiUo 

[0 18 5] 

mmffi^m^x&m^mmvwm^ttLmftfz^ZTFL, ^med^* 1 

0~10 0mg/kgt*ofeo 
[0 18 6] 

h3fcejT#Ba&Srfflv>/il6!fe>ft»»3R (C Y P 3 A 4 ) f!3M&?H»i^$ 

( l ) : 

^STii (In Vitro Technology ft) ^37 'C'F'-eaS* 
IIMBU MUWi lliam's Medium E (1 
0%FBS, +PSG) SrjHHia^^^JnA.^^ 5 0 0 rpmf 5^F»l 
fco ±vt£j&*#u #&*LfcIH^I6&2fc*frLfcWi 1 1 i am' s Me d i u 
m E1?5xl05cel 1 s/mL^^i^ K^rlRU 4 8^7-^/3 
- h -fV- Y (BD Biosciences ttMcixloScells/c 
m2-eSSU 3 7°^ 5%CO 4B#P^tlL^ > Hepato-S 

TIMTM (BD Biosciences *±) (+EGF, P S G, — FBS 
) -CJ^iai^afc U 3 7t), 5 % C O 2 O^frTt? § «b K 2 4 B#F^# U£ 0 ttBJg 
MU *) 4 8 RSIWffefc, ft^M^RW^f ^a>fn-^Ur i f 
amp i c i n (SI GMAtt) <D%r%mWL (H e p a t o-ST IMTM ( + 
EGF, PSG, -FBS) ZM^fz) £$SiinU 3 7^ 5%C0 2 ^MT 
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v^OCMU *t>J:H*#T-C2 4«fH**U, ftl^T^ PBS£M 
v^THBia* 1 H^b/^ Qiagen RNeasy Mini kit ( 
Q i a g e ntt) *m^X total RNA«U; 0 ilUcRNAt 
TaqMan Reverse Transcription Reagent 
s (Applied Biosyst em stt) £/B\/*T^3£^£-£, c DN A 
4r£-j£Lfco RJ&Kiio 1 i go dTifflK 25t"ei 0#mEJES 3 
, $t>K48^ 6 0#KLRJS3-i2\ 9 5T\ 1 OM^I^^?^; 
I, Gene Amp PCR system 9 7 0 0 £fflV>T P C R KftL 
#f>ti/:cDNA^SYBR Green PCR Core Reage 
nts kit (Applied Biosystemsli) £fflv*-C.t: hCY 
P 3A4i5J:O f GAPDHWmRNAW5fei^ ABI7700 (Applie 
d Biosystemsli) fcfflHTfro tz 0 *i5ffiv^p rime rlB^J* 
I2t:, t ^:PCRiffS:i3 KZrti-eiX7FLtz 0 



K21 





isozyme 


GenBank# 


primer 


Name 


sequence 




CYP3A4 


NMO 17460 




hCYP3A4_F3 
hCYP3A4jR3 


T AGCT GAG GAT G AAG AAT G G 
GTGGATTGTTGAGAGAGTCG 




GAPDH 


M_S3197 




hGAPDH_F 


G AAG GT GAAGGTC GGAGT C 










hGAPDH_R 


G AAG ATG GTG ATG GG ATTTC 
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40 cycle 


95 


10m 




94 


15s 


denature 


56 


15s 


annealing 


72 


30s 


extension 



(2) C YP 3 A4fNMfe?>jttti : 

n h fltz r~ ? <D*HmiZ J^r^O £ 0 iZft^fZo P C Rfti:io T# *Lfc c y 
P 3 A 4 <7)mRNAi^ GAP DHOmRNAitliU n>hn-;V (0. 1 
%DMSO) It JCJtt"**lfe'fk'6***^ 14 ^y-r-f h n-;i/ (r i f a 

mpicin;lO//M) ^ln^FO|t<Ojfc (fold) ^-etL-Ttt^ffi Lfc 0 * 
^aiHrtcoJt^^tf d 7tr^^vf-^ r=f > h n-;V ( r i f amp i 
c i n ; 1 0//M) i»i:3>fD-;H»(DCYP3A40 m RNAtl: 
GAPDH<0mRNAS-mLfctt«93S£ 1 00%tU S^ffr£1&i®&nBf 
^ti(OWkSttti> hn-;i/-^nB#(7)C YP 3 A 4 <DmR N AS& G A P D R<Om 
RN A»-CI^L7tffiO^O%«r#tti-t-4 «tfeffc^<a8NMfe£#ffi 

<SttfcBf*> 

=Srffv\ *'yf <f > hn-;v (rifampicin; 1 0^M) <7) f o 1 
d <Dm* 100%tU:tl, SUfcft^ifcSrt* 1 MOltt^**;***^^ 

t. 
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[*4] 





% of Positive Control (B§tt*f.Hg) 








0.08 u M 


0.1 wM 


0.3dM 


lliM 


3«M 


IOmM 


*flg#'] 5 9 


2 


3 


11 


25 


49 


59 




6 


7 


12 


20 


36 


65 


mmm 3 


3 


3 


7 


25 


23 


34 


Rifampicine 












100 



[0 18 7] 

*»iKJ:»), CRF^^^fEffifc^a^&fctr^V'n [1, 5-a] 
iltlili, C R F£ J: t>V£ fct±C R Fff#^i4tl»^IOM* fctt 

tt?oi, ^-=>*^J:*aiiBj*^ it^it) * «#i> Tf&m, 

w mft#, smm. mmmm, mmmm. wmmmm. mmm. warn, 
mim.rn.rn, m&cmmmm-, mmmm^ ?u->m^ rm, mm, myu 

X$>& 0 
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l/E 



[SUB] sm&MMWL^^^yWimm^- (Corticotropin-rel 
easing-factor) &®fcKML&tLfct^ftm*m-t2>tt&Ak&Vll 



R 4 0^ R 4 lfcitfR* i - 6 T^n* 



R' 




/ 



(I) 
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#fpmMO#^" #M 2002-306695 

^fcf#-5§- 50201586101 

^2fi^±j^ 0 0 9 4 

<©5ctit$R • f;Mraffi$ft> 

MB] ¥iim0^22H 
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m m a m m m m 



i . 0 
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